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@ Habit Time of Bowel Movement— 
not merely relief of constipation—is 
secured by proper use of Petrogalar. 

Petrogalar promotes development 
of normally hydrated, comfortable 
and easily passed stools. 

Once achieved, the normal bowel 
habit may often maintain itself even 
though the dosage of this adjuvant 
is slowly tapered off. 


ETROGALAR 


AQUEOUS SUSPENSION OF MINERAL OIL, PLAIN 


Supplied: Bottles of one pint 
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In “shop talk” 
about 


peptic ulcer 


TRIMUCOLAN | 


is news 


pr. smith: Do you remember that ulcer patient, Trunket? 
pr. Haves: How is he doing? 
or. smitu: Better, since we put him on Trimucolan... 


Studies covering 50 years show 42% 
recurrence rate in peptic ulcer patients ‘ 
given standard treatment and followed for  * 
2 years. “The overall values, including ' 
64 reports and 13,537 patients, revealed a 

total recurrence rate of 42% for the 

immediate to two year study.””! 


18% Hardt and Steigmann treated 125 patients 
with mucin antacid mixture and found a 


recurrence in only 18% of patients 
mucin-antacd for two years.2 


recurrence 


1. Prompt pain relief 
5 more advantages... 2, Longer antacid action 
TRIMUCOLAN _ 3. Better protective coating than antacid alone 
+ eeacrive Fast healing, fast relief of symptoms 
+ §, Less chance of ulcer flare-up 


inc, New York 18, N. Y. Windsor, Ont. 


1. Bralow, S. P., Speliberg, M., Kroll, H., and Necheles, H.; Am. Jour. Digest Dis., 17:119, Apr., 1950. 
2. Hardt, L. L., and Steigmann, Frederick: Am. Jour. Digest. Dis., 17:195, June, 1950. 
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when CONSTIPATION and 
INDIGESTION are the signals 
of early BILIARY DYSFUNCTION... 


DREW PHARMACAL CO., INC., 1450 Broadway, New York 18, N. Y. 


provide symptomatic 
relief . . . promote 
functional improvement 


BILE SALTS...to improve function 


MILD LAXATIVES...to relieve 
constipation 


TONICS AND DIGESTANTS...to 
encourage digestion 
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NOT Enteric Coated 
Viokase pancreatin is not enteric coated; not vitiated by gastric secretions; fully active 
immediately in the natural highly absorptive area of the duodenum where the optimum pH 
prevails. Viokase is perfectly stable; will not lose its potency. 


NOT An Extract 


Viokase is whole raw pancreas activated to 4 USP Pancreatin, desiccated and defatted—not 
an extract. Viokase provides trypsin, amylase, lipase, carboxypeptidase, the lipotropic factors 
plus other digestive principles of the whole raw gland. Viokase has been proved more effective 
than ordinary pancreatin. 


Indications 


Viokase, whole pancreas therapy, is of value in pancreatectomy, post-gastrectomy, post- 
cholecystectomy, steatorrhea, cystic fibrosis, pancreatitis, and in functional dyspepsias asso- 
ciated with irritable colon syndromes. 


Dosage: 3 tablets or 1 teaspoonful of powder after each meal. 
Supplied: Tablets, 5 grain, 4 U.S. P. Pancreatin 
Bottles of 100 and 500 
Powder, 4 ounce bottle, 4 U.S. P. Pancreatin 
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Gibbs, G. F., Bradley, J. E., and Minor, J. V., “Disgaea Treatment of Cystic Fibrosis of the Pancreas.” J. A.M. A. 
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in functional e 
B® distress 


though findings are negative, patients remain positive of their many symp- 
toms — belching, flatulence, nausea, indigestion and constipation. 


prompt and effective relief 


can be given most of these patients by prescribing Decholin Belladonna for 
alleviating spasm and stimulating liver function. 


with BELLADONNA 


reliable spasmolysis 


The belladonna component of Decholin/Belladonna effectively relieves 
pain due to spasm and incoordinate peristalsis, and facilitates biliary and 
pancreatic drainage through relaxation of the sphincter of Oddi. 


improved liver function 


Dehydrocholic acid (Decholin), the most powerful hydrocholeretic known, 
increases bile flow, flushes the biliary tract with thin fluid bile and provides 
mild laxation without catharsis. 


DOSAGE 


One or, if necessary, two Decholin / Belladonna Tab- 


lets three times daily. 
COMPOSITION 

Each tablet of Decholin, Belladonna contains Decholin 
(brand of dehydrocholic acid) 334 gr., and ext. of 
belladonna, '/, gr. (equivalent to tincture of bella- 
donna, 7 minims). Bottles of 100. 


AMES comPANY, INC - ELKHART, INDIANA 


Ames Company of Canada, Ltd., Toronto 
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convenience in broad-spectrum therap: 


therapy with the most familiar 


lets ( coated) are prepared 
world’s largest producer of antibion oS 


Drop a Syntrogel tablet in water. In 
less than 30 seconds you will note ; 


that it “fluffs up” to many times 

its size. This speedy disintegration I 
increases the adsorptive surface H 
approximately 10,000 times. Syntrogel H 
goes to work in the stomach with H 
equal speed. It adsorbs and neutralizes H 
stomach acid, alleviates heartburn H 

and provides prompt, yet long-lasting H 
relief in most cases. Syntrogel gives | 
symptomatic relief in peptic ulcer, 
dietary indiscretions and other 
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conditions of gastric hyperacidity. H 


HOFFMANN-LA ROCHE INC NUTLEY 10 N, J. 


i 
Syntrogel® | 

uduminum hydroxide, calcium carbonate, 1 
magnesium peroxide and Syntropan®, H 
é 

‘Roche 
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io his tension-packed pursuit of justice, 
he often neglects well-balanced meals. And when 
too many meals have been missed, he pleads nolo 
contendere to his physician’s diagnosis of 
subclinical vitamin deficiency. 

That may be the time for a corrected diet, 
and—because he has been vitamin-skipping so 
long—an effective nutritional supplement such 
as SUR-BEX WITH VITAMIN C. 

Each easy-to-swallow SUR-BEX WITH 
VITAMIN C tablet provides six B vitamins 
(including By2) plus five times the minimum 
daily requirement of ascorbic acid. Daily 
prophylactic dose is one tablet. Two or more for 
severe deficiencies. In bot- 


tles of 100, 500 and 1000. Obbott 


Each SUR-BEX WITH VITAMIN C 
tablet contains: 


Thiamine Mononitrate. 6 mg. 
Riboflavin... .. 6 mg. 
Nicotinamide 30 mg. 
Pyridoxine Hydrochloride 1 mg. 
Vitamin Bio (as vitamin concentrate) 2 meg. 
Pantothenic Acid (as calcium pantothenate) 10 mg. 
Ascorbic Acid 150 mg. 
Liver Fraction 2, N.F.... 0.3 Gm. (5 grs.) 
Brewer's Yeast, Dried 0.15 Gm. (2% grs.) 


Sur-bex 


with VITAMIN C 
(Abbott's Vitamin B Complex with Ascorbic Acid) 
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STUDIES IN THE ETIOLOGY OF IDIOPATHIC OROLINGUAL 
PARESTHESIAS 


Karsuan, Pu.D., Austin H. Kurtscuer, D.D.S., Herpert F. Sitvers, D.D.S., Georce Stern, M.D., 
D.M.D. ann Daniet E. Zisxin, D.D.S., New York, N. Y. 


MANY PATIENTS complain of idiopathic orolingual 

paresthesias variously described as pain, burning, 
itching, stinging, dryness, boring, or a sandy feeling in 
the mouth. Most frequently these complaints center 
about the tongue (idiopathic glossodynia). The oral 
mucous membranes involved appear normal upon clini- 
cal examination. 


Ziskin and Moulton (1) studied this syndrome and 
described the following characteristics: 1) no observ- 
able lesions; 2) occurrence predominantly in post- 
menopausal women; 3) symptoms frequently referred 
to as persistent and unbearable ; 4) disability often as- 
sociated with coexistent but unrelatable dental prob- 
lems; and 5) prominent psychogenic factors. They 
concluded that there is a type of orolingual paresthesia 
(idiopathic glossodynia) occurring chiefly in post- 
menopausal women suffering from emotional conflict, 
sexual maladjustment, and, frequently, cancerphobia, 
in which psychic factors appeared to have an etiologic 
bearing. 


Numerous local and systemic disorders have been 
reported to be associated with or to give rise to orolin- 
gual pain. Hence, differential diagnosis should be made 
from deficiency states, (2,3,4) gastric secretory dis- 
turbances, (2,5) psychogenic causes, (1,2,6,7) trifacial 
neuralgia, (7) peridontoclasia, (7) xerostomia, (7,8,9) 
hypothyroidism, (7) referred pain from chronic ab- 
scessed teeth or tonsils, (7) angioneurotic edema, (7 ) 
mercurialism, (7) Moeller’s glossitis, (7) poor nutri- 
tion absorption, (8) pernicious anemia, (8) oral habits 
(8) (smoking, condiments, etc.), thrombosis of a small 
intracranial vessel, (8) local dental causes (5-10) 
and antibacterial therapy (11). In the absence of evi- 
dence of the above factors, (with the exception of 
psychogenic causes, and of observable gross lesions ) 
orolingual paresthesias are categorized as idiopathic. 


In the present study we investigated the possibility 
that the etiology of idiopathic orolingual paresthesia 
might involve certain as yet unknown systemic factors. 


The investigation dealt with 50 patients (many of 
whom were not studied by all testing procedures), 6 
men and 44 women, 24 to 71 years of age, who were 
admitted to the dental clinic specifically for treatment 
of one or more of the following symptoms of oral 


From the Departments of Biochemistry and Dentistry (Han- 
nah and Harry Posner Research Laboratory) of the Faculty of 
Medicine, Columbia University, New York, N. Y. 

This investigation was supported in part by a research grant 
from Ciba Pharmaceutieal Preducts, Inc. and in part by grants 
from the National Institute for Dental Research of the National 
Institutes of Health, Public Health Service, and the Roche An 
niversary Foundation. 


Submitted May 29, 1952. 


*This report is concerned primarily with etiology. A subse- 
quent report will deal with the histopathology of idiopathic 
orolingual paresthesia. 


paresthesia: pain, dryness, burning, stinging, and sore- 
ness; taste disturbances; or sensations of textural ab- 
normalities, sandiness, itching, boring, and stabbing. 


The investigation encompassed the following: com- 
prehensive history, frequent oral examinations, biopsy, 
physical examination, kodachrome photographs, full 
mouth intra-oral x-rays, extensive blood chemistry 
(see Table 2), blood counts (see Table 2), Kline 
test, basal metabolic rate determinations, 17-neutral 
ketosieroid determination, nutrition study, psychiatric 
interview, and attempted therapy (12,13)*. 


RESULTS 


History: A summary of highlights of the histories 
appears in Table 1. There was revealed a marked 
preponderance of middle-aged post-menopausal white 
women who had suffered over a period of time aver- 
aging 18 months. None had responded to previous 
therapy. Ten patients associated the onset of subjec- 
tive symptoms with some event in their lives. Recent 
emotional disturbances, smoking, dental prostheses, 
trauma, and sensitivity to foods could not definitely be 
implicated etiologically. Hysterectomy had been per- 
formed in 7 cases. Remissions were rare. Cancerphobia 


was an outstanding symptom and the chief cause for © 


receiving treatment in 13 of 16 cases from whom de- 
tailed histories were obtained. 


We have recently discerned one group of patients the — 
onset of whose complaint of orolingual paresthesia was 
definitely associated with a glossitis or stomatitis attri- 


TABLE I. 


SUMMARY OF INFORMATION OBTAINED FROM THE 
CASE HISTORIES OF 16 PATIENTS WITH IDIO- 
PATHIC OROLINGUAL PARESTHESIAS 


No. of Cases 
Average age 53 
Duration of symptoms in months 18 
Male 
Female 
Married 
Response to previous treatment 
Onset associated with accident, war, 
dentistry, ete. 
Onset definitely associated with 
previous antibiotic therapy* 
Symptoms spontaneously disappeared 
temporarily 
Recent emotional disturbances 
Smoking—cigarettes, cigars, pipes 
Wearing extensive dental prostheses 
Trauma to area present 
Sensitive to foods 
Menopause (av. no. years previously— 
in 13 females) 
Miscarriages, stillbirths 
Number of patients with children 
Hysterectomy 
Cancerphobia 
*Of 35 cases questioned. 
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COROLINGUAL 


Normal 
Range 


Blood Constituent: 
Hemoglobin gm/100 ee 


8. B.C, x 16 


W. B.C. x 108 
Polymorphonuclears 
Eosinophils % 
Basophils % 
Lymphocytes 
Monocytes % 


Calcium (serum) ce 9.0-11.4 
Phosphate (serum) mg/100) ce 2.2-4.0 
Caleium (serum) ions mg/ 100 ce $.3-5.3 


Phosphatase (serum) Bodansky 
units/100) 

Protein (serum) gm/100 ce 

Albumin (serum) gm/100) 

Globulin (serum) gm/100 ¢¢ 

Non-prot. Nit. mg/100 ce 

Urea N mg/100 ec 

Glucose mg/100 ce 

Total Cholest. (serum) mg/100 ce 

Vitamin A (serum) gamma/100 ce 15-60 

Carotene (serum) gamma/100° ce 100-300 

Vitamin C-Plasma mg/100 ce 

R. B. C. Sedimentation rate* M4 hr. less than 5 


*In the procedure used, values above 5 mm which represent 1, 


considered abnormal, 


butable to either systemic or topical antibiotic therapy. 


§ in 7 of the 35 patients questioned since this finding be- 


came apparent, the onset of symptoms was definitely es- 
tablished by the patient as beginning at the time of 
either penicillin (3 cases), aureomycin (3 cases) or 
terramyein (1 case) therapy. These reactions have 


been described in detail previously (11,14). 


The etiology of antibiotic stomatitis remains obscure 
despite a voluminous literature describing many dif- 
fering possible causes. At the outset, the oral lesions 
are readily discernible. As the reaction runs an untreat- 
ed course of from 3 days to 3 or 4+ weeks, all objective 
signs of the glossitis or stomatitis disappear. At this 
point, however, the glossodynia or paresthesias else- 
where in the mouth may remain or arise. Such pa- 
tients are as refractory and resistant to therapy as the 
remaining cases (13). The course of the disease in 
this group is similar to other idiopathic orolingual 
paresthesia cases although gradually the patients do 
seem to be somewhat less disturbed by their oral 
complaint. Three of the 7 cases presented more than 
a year following the onset of antibiotic stomatitis, indi- 
cating the similar chronicity and persistence of the 
syndrome in this form. 


Intra-Oral Radiographs: Full mouth series of peri- 
apical x-rays of 13 cases of idiopathic orolingual par- 
esthesias were not revealing. 


Blood Studies : The methods used in the various blood 
determinations have been described previously (15,16). 
The following were routinely included in the analysis 
of blood: calcium, calcium-ions (based on total calcium 
and total protein), phosphate, alkaline phosphatase, 
protein, albumin, globulin, total cholesterol, glucose, 
non-protein nitrogen, urea nitrogen, sedimentation rate, 
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TABLE 


NUMBER OF CASES WITH VALUES ABOVE AND BELOW THE NORMAL 
IN 13 PATIENTS WITH IDIOPATHIC OROLINGUAL PARESTHESIAS AND IN 32 CONTROL PATIENTS 


I. 


RANGES IN THE ANALYSIS OF BLOOD 


Idiopathic Orolingual 


Controls Paresthesia 


No, Cases Above Below No. Cases Above Below 
32 0 9 13 0 1 
32 1 13 0 0 
32 0 4 13 ] 4 
0) 0 7 13 i) 4 
29 4 5 13 1 2 
30) 1 0) 12 0 6 
29 11 0 13 10 0 
ay : 0 13 3 4 
1 13 0 0 
32 0 a 13 1 0 
31 1 0 
32 0 1 13 1 1 
i 0 2 3 2 0 
3 0 1 13 0 5 
3 0 7 0 
29 5 1 6 a 
32 1 0 13 1 0 
32 6 0 13 9 0 
26 1 6 3 2 0 
29 0 15 4 0 0 
3 0 3 13 0 3 
31 5 0 13 7 0 


the difference between the 15 min, and 45 min, readings are 


hemoglobin, carotene, vitamin A, and vitamin C. A 
total and differential blood count was made on each 
individual. The results of the blood chemistry and 
blood counts for the oral paresthesia group (13  pa- 
tients) and a control group (32 subjects) are summar- 
ized in Table 2. The figures in Table 2 show the 
number of patients with blood values outside the nor- 
mal ranges reported in the literature. In the blood 
analysis, deviations from the normal were found in the 
idiopathic orolingual paresthesia group and in the con- 
trol group. In general, the magnitude of deviations 
from the normal was small. Blood constituents or char- 
acteristics for which differences were found between 
the control group and the disease groups included: 


TABLE ITI. 


DEVIATIONS OF FOOD INTAKE FROM THE RECOM- 
MENDED DAILY ALLOWANCES* IN 6 PATIENTS WITH 
IDIOPATHIC OROLINGUAL PARESTHESIAS 
AND 22 CONTROL SUBJECTS 


No. of Patients Showing Low Food Intake 
Idiopathic 

Orolingual 

Control Paresthesia 

22 Cases 6 Cases 


Diet Constituent 


Total Protein 5 4 
Calorie Intake 10 4 
Calcium 16 6 
Phos} horus 12 6 
Iron 8 3 
Vitamins 
Thiamin 8 2 
Riboflavin 10 2 
Niacin 9 3 
Ascorbic 2 1 


q sased on dietary allowances recommended by the Food 
and Nutrition Board, National Research Couneil (Oct. 1948). 
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OROLINGUAL 


globulin, total cholesterol, lymphocytes and red blood 
cell sedimentation rate. The presence of more de- 
viations from the normal blood ranges in the disease 
group than in the control group and the small extent 
of the individual deviations from the normal suggest 
(with such reservations as are indicated by the rela- 
tively small number of patients comprising the group ) 
that one or more systemic conditions, mainly of a sub- 
clinical nature, might possibly be associated with the 
disease under consideration in a number of the sub- 
jects studied. It does not appear that a systemic con- 
dition common to all patients operates as a modifying 
or predisposing factor. 


Diet Study: A complete record was taken for one 
week of the food intake of 6 patients with idiopathic 
orolingual paresthesia and 22 control patients. The 
number of cases in each group showing low dietary 
intake (when compared with the recommended daily 
allowances of the Food and Nutrition Board of the 
National Research Council) of the various food con- 
stituents studied is shown in Table 2. From these fig- 
ures it is apparent that for many of the subjects in 
both the control and experimental group the dietary 
intake was not equal to the recommended daily allow- 
ances of the Food and Nutrition Board. The recom- 
mended daily allowances of the Food and Nutrition 
Board are admittedly higher than the minimum daily 
requirements. The percentage of patients showing de- 
viations of food intake from the recommended daily 
allowances was greater in the disease group than in the 
control group for total protein, calcium, phosphorus, 
and caloric intake. 


Salivary Secretion Study: The stimulated (with 
monosodium glutamate-a food flavoring) and unstim- 
ulated salivary secretion of 13 cases of idiopathic 
orolingual paresthesia was studied over a 5-minute 
period. Thirteen normal individuals were similarly 
studied. The average quantity of saliva secreted in 5 
minutes by patients in the paresthesia group was 
3.7 ce when stimulated and 2.4 ce when not stimulated. 
Thirteen control subjects secreted an average of 3.8 cc 
of saliva in 5 minutes when stimulated and 2.1 cc 
when not stimulated. 


Pain Thresholds: The cutaneous pain threshold was 
determined according to the Hardy-Wolff-Goodell ra- 
diant heat technique (18) for each of 15 patients with 
idiopathic orolingual paresthesias. (19) These thresh- 
olds were compared with those of 15 “normal” indi- 


TABLE IV. 


RESULTS OF THE DETERMINATION OF 17 NEUTRAL 
KETOSTEROIDS IN THE URINE OF 4 FEMALE PA- 
TIENTS WITH IDIOPATHIC OROLINGUAL PARES. 

THESIAS AND OF 20 CONTROL SUBJECTS 


Idiopathie Oral 
Paresthesia 


No. of cases studied 20 4 
Mean age 32 60 
Mean value for 17 neutral 

Kestosteroid in mg/24 hours 11.2 6.0" 
No. of cases with values below 

9.3 mg/24 hours 6 3 


Control 


*The low mean value obtained for the idiopathie oral pares- 
thesia group is probably related to the age of the patients in 
this group. 
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viduals. The paresthesia patients were found to have 
the same approximate average pain threshold, the 
same range of pain thresholds, and the same ability to 
discriminate these thresholds as did the “normal” sub- 
jects. Interpreted in terms of the Hardy-Wolff-Goodell 
dol scale of pain intensity, (20,21) from their own 
estimates the orolingual pain experienced may be 
quite severe. 


Basal Metabolic Rate Determination: Basal meta- 
bolic rate determinations on 8 patients revealed devia- 
tions from the normal range in 3 cases (1 high and 2 
low ). 


Kline Test: The Kline test was negative in each 
of 13 patients. 


17-Neutral Ketosteroid Determinations: Three of 
4+ cases tested showed low 17-neutral ketosteroid uti- 
nary output. Further studies seem warranted. 


Psychiatric Interview: So many neurotic conflicts 
were revealed during a psychiatric interview with 6 pa-, 
tients that additional extensive investigation of the? 
relationship of psychosomatic and psychiatric disturb- 
ance to idiopathic oral paresthesia undoubtedly is in 
indicated. The psychiatric disturbances noted included 
hypochondria—1 case; anxiety-hysteria—1 case; anxi 
ety—1 case; and involutional—3 cases. 


SUMMARY 


Studies in a comprehensive investigation of the eti- 7 
ology of idiopathic orolingual paresthesia included :7 
extensive history, repeated oral examinations, physical 7 
examination, kodachrome photographs, intra-oral x- 
rays, blood chemistry, blood counts, Kline test, basal | 
metabolic rate determination, nutrition study, psychi- 7 
atric interview, 17-neutral kestosteroid determination, © 


TABLE V. 


CONDITIONS REVEALED DURING THE PHYSICAL™ 
EXAMINATION AND CASE HISTORIES OF 13 PA 
TIENTS WITH IDIOPATHIC OROLINGUAL 
PARESTHESIAS 


No. of Cases 
Abdominal discomfort 
Anxiety 
Arterioselerosis 
Bad Breath 
Brucellosis 
Burning genitalia 
Cardiae enlargement 
Constipation 
Decrease in vibratory sense 
Dizziness 
Dyspnea 
Gall Bladder disease 
Headache 
Heartbura 
Hemorrhoids 
Hypertension 
Lump in breast 
Nervous breakdown 
Obesity 
Palpable kidney 
Precordial pain 
Possible neuralgia 
Rheumatoid arthritis 
Roughened skin 
Sacroiliae 
Spastic colitis 
Tachyeardia 
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salivary secretion estimation, and pain threshold de- 
termination. 


Although in the course of these studies certain dif- 
ferences were observed between the disease group 
and the control group, the authors were unable to cor- 
relate idiopathic orolingual paresthesia or pain with 
any definite systemic factors. Seven of 35 patients 
associated onset of symptoms with previous antibi- 
otic stomatitis or glossitis. 
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: THE CASE AGAINST MINERAL OIL 


GeEorGE L. 


a SPITE of its many harmful properties, mineral 

oil still enjoys a considerable amount of undeserved 
popularity. Possibly, because of more sensational scien- 
tific advancement in other fields, no summary outlining 
the salient facts about mineral oil has appeared in medi- 
cal literature for the past ten years. Previous reviews, 
though in many cases excellent, have failed to make an 
adequate appraisial of mineral oil therapy since its in- 
troduction to the profession. Therefore, in this article, 
we shall endeavor to view mineral oil historically ; 
showing how one somewhat unscientific rationalization 
has helped sustain its popular use since it was intro- 
duced. We will discuss and document all its known 
untoward and undesirable effects and comment on 
these from the viewpoint of a proctologist who con- 
tinuously comes in contact with the unhappy results 
of its administration. 


Mepicat History or Minerat OI 


Crude mineral oil, known abroad as Oil of Gabin or 
Oil of Gabian, and known locally as Seneca Oil, has 
long been used for the treatment of constipation and 
other bodily ills (1,2,3,4,5) and is frequently noted 
in the literature from the mid-nineteenth century. 
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Physicians soon heard of remarkable results attribut- 
ed to this preparation; and as can be understood, 
some speculation about its usefulness was aroused. In 
the year 1872, a gentleman by the name of Chese- 
brough developed for the first time, a refined petrole- 
um product in semi solid form which was looked upon 
with interest by the profession (52). It is unfortunate 
that products of this type and their emulsions were 
used as nutrients and in some instances as_ substi- 
tutes for cod liver oil in the treatment of tuberculosis 


In 1885 Randolph, a Philadelphia physician, pub- 
lished a paper on this new form of petroleum (6). He 
found this substance lacking in nutritive qualities and 
declared it unfit as a substitute for cod liver oil. Sin- 
gularly enough, it is to this same man that we attribute 
the distinction of being the first to suggest the use of 
refined petroleum as a possible treatment for consti- 
pation. Using the crudest of qualitative techniques, 
he deduced that mineral oil was not absorbed irtto the 
body and consequently was not dangerous. These 
findings were corroborated on an equally unsound 
basis by Hutchinson (7), who used only one patient 
in establishing his scientific facts. Even as late as 
1936, the work done by these two men was still re- 
garded as valid and reported by Sollman (8) as evi- 
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dence that mineral oil is an innocuous, non-absorbable 
substance. 


Acting on the intelligence found in Randolph's paper . 
Lane (1,3), an extremely vocal English surgeon of 
considerable prominence, suddenly became the crusad- 
er on behalf of mineral oil as an adjunct to his newly 
devised surgical procedure for the relief of intestinal 
stasis Probably no other single individual so ardently 
advocated the use of mineral oil to his associates. 
Ironically enough, Lane’s comparatively rational sur- 
gical techniques were soon discarded, (9) while his 
arguments for the use of mineral oil lived on and even 
today, it is still considered an invaluable component 
of many physicians’ armamentarium. As Morgan (9) 
has so aptly noted, “Arbuthnot Lane should have most 
of the credit, or possibly discredit for the ptesent wide 
use of mineral oil.” 


In America, Kellogg (1), of the Battle Creek Sani- 
tarium, and his colleagues used mineral oil on many 
hundreds of patients, and lauded it as a dietetic acces- 
sory. He maintained that it filtered off toxins, aided in 
the healing of lesions of the digestive tract, did not 
disturb digestion, was non-absorbable, was excellent 
for use in surgery and pregnancy, and was of great 
service in the treatment of obesity. Indeed, he stated 
that “Paraffin is useful in all forms of intestinal stasis 
no matter what the cause.” 


Kellogg made light of the side effects such as itching, 
involuntary discharge of oil, flatulence and the possible 
carcinogenic properties (which he claimed were remov- 
ed by washing with water). Instead he contended that 
these resultant conditions together with frequent fail- 
ure to produce results and its unpleasantness to take 
were far outweighed by its beneficial effects. At that 
time, few could be expected to withstand forever such 
publicity and fanfare without subscribing to the use 
of this new laxative which was also counted on to al- 
leviate most other bodily ills as well. For instance: 
Pritchard (10) reported successful use of paraffin ip 
cases of exophthalmic goiter, neurasthenia, melan- 
cholia and other nervous disorders which he attribut- 
ed to the chronic poisoning of the nervous system 
with the products of intestinal putrefaction. Binkerd 
(3) found it equally effective as a complete intestinal 
antiseptic, disinfectant and antiferment . . . although 
“harmless as pure water.” Mineral oil was even used 
as an intratracheal instillation for the treatment of vari- 
ous respiratory afflictions (51). In fact, mineral oil 
has been responsible for numerous cases of lipid pneu- 
monia due to either the indiscriminate use of nose 
drops containing mineral oil or to the regurgitation and 
aspiration of mineral oil when taken by mouth. Aspira- 
tion is more apt to occur when oil is taken at bedtime 


The introduction of mineral oil to the profession 
came at a time when essentially a vacuum existed in 
the therapeutic approach to the treatment of intestinal 
stasis. True enough, cascara had just been offered to 
the profession and various other new preparations 
were being made available; but none of these had a 
disciple to vehemently advocate their use as in the 
case of mineral oil. Then too, all these other prepara- 
tions had definite drawbacks which were more readily 
apparent to the practitioner. The use of mineral oil 
by the profession gained phenomenal momentum and 
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the few voices crying out against its use went unheed- 
ed. Even as early as the 1800's, there were those who 
knew and decried its indiscriminate use without proper 
toxicological studies (11,12), but before objective 
studies could be devised and adequate techniques de- 
veloped, mineral oil as a prescription item had already 
won the field. This occurred in spite of the fact that 
there is no pharmacological evidence, even today, to 
justify the use of mineral oil and its emulsions other 
than its single function of softening or liquefying the 
stool (8,13,14). 


The author does not throw stones from an ivory 
tower. My experience with mineral oil and its emul- 
sions has been an extensive one. As a graduate in the 
1920's, I went into practice thoroughly indoctrinated 
with the superiority of mineral oil as a bland, innocuous 
substance for the treatment of -constipation. Before 
many years however, I became aware of the fact that 
taking mineral oil was a family ritual; for although I 
had prescribed mineral oil for the temporary relief of 
constipation for one member of the family . . . all too 
soon, a nightly draught for every member became 
standard procedure. Even today, it is not uncommon! 
to see persons carrying quart and gallon bottles into” 
the pharmacy to have them refilled with mineral oil 
This observation prompted my interest in the possible” 
ill effects, in addition to its excessive use as a night-— 
cap with consequent establishment of the laxative’ 
habit. The following criticisms are the result of my_ 
own personal experience supported by a comprehensive” 


survey of the literature. : 
MINERAL AND Bower Hasirs 

Morgan (9,16) has summed up in masterful fashion, - 
the salient facts about mineral oil as it affects bowel 
habits. (a) Mineral Oil lubricates the rectosigmoid , 
and makes an abnormal reservoir of the rectum. The” 
feces, instead of remaining in the storage areas of the” 
colon and sigmoid, leak into the rectum. The rectum — 
remains partially full at all times; whereas normally,” 
it should be empty until just prior to defecation. Suffi-7 
cient pressure to initiate defecation is lacking, but” 
enough fecal material is present to cause symptoms” 
of irritation. (b) Mineral Oil and feces remain after” 
evacuation adhering to the rectal mucosa and are re-~ 
moved only with great difficulty. (c) Mineral Oil is” 
capable of absorbing the fat soluble vitamins A, D, E, 
and K (17,18,19,20,21,22,24,25,29). Frequently, weight 
loss accompanies this process. (d) It also hastens the 
motility of the bowel content and thus prevents com- 
plete digestion. (e) Mineral Oil may interfere with 
the process of absorption throughout the lower intes- 
tines. By partially covering the surface area of the in- 
testines and by interference with the action of digestive 
ferment, it may establish a mechanical barrier to ab- 
sorption and digestion with consequent symptoms of 
“Indigestion.” 


MINERAL INFECTION 


Thiele (26) reports that mineral oil stools are com- 
pressed in passage through the anus, forcing an oily 
suspension of bacteria into the mouths of the anal 
crypts. He points out that practically all ano-rectal in- 
fections are secondary to cryptitis. In his experience, 
ano-rectal infections follow the administration of 
mineral oil too often to be coincidental. Thiele sup- 
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ports this by publishing the results of a clinical study 
in obstetrical practices. The incidence of ano-rectal in- 
fection was almost three times as great in those pa- 
tients receiving oil as in patients for whom no mineral 
oil was prescribed. 


Mineral oil retards healing in post-operative wounds 
(9,26), by interfering with proper hygiene and coat- 
ing the wound surface with a dirty, adherent, oily film. 
Most rectal wounds heal by granulation and if kept 
clean, the results will be excellent. The physician 
should remember that the sterile vaseline dressing 
frequently used on raw wounds is a far cry from the 
oily bacterial suspension which seeps over the opera- 
tive wound when mineral oil has been administered. 
Further support that mineral oil retards healing has 
been its successful use in the past to prevent rapid 
healing after internal urethrotomy for stricture (9). 
Until the early 1930's, it was used by many surgeons 
to prevent the formation of abdominal adhesions, but 
has since been abandoned because of paraffinoma re- 


sulting from its use (9,27,28). 


ABSORPTION OF MINERAL OIL 


Mineral oil is now known to be absorbed through 
the intestinal wall (30,31,32,33,34,35,50) in sufficient 
quantities to be demonstrable in the lymph, liver and 
other tissues (32). This effect has also been reported 
in rats (33,39,35). Frazer, Steward, and Schulman 
demonstrated histologically, biochemically, and by 
actual count of the oil droplets through special stain- 
ing techniques, that 35% to 60% of emulsified mineral 
oil is absorbed through the bowel wall (33). They es- 
stablished also that mineral oil in clear form is emulsi- 
fied in the stomach and bowel; although a smaller 
percentage of the clear oil is absorbed. These indict- 
Mments alone should be sufficient evidence to deter the 
*prescribing of mineral oil or its emulsions. If further 
support is needed in this instance, consider the reports 
in the literature of the formation of mineral oil tumors 
subsequent to parenteral and submucosal injections of 
mineral oil (27,28,36,37). 


RELATION TO METABOLISM 


Another serious disadvantage of mineral oil is that 
it interferes with the utilization and retention of cal- 
cium and phosphorus (38). This interference is pos- 
sibly of a dual nature. It interferes with the absorption 
of these minerals, due to the formation of a mechanical 
barrier along the gastrointestinal tract. Then, due to 
the inter-relationship of Vitamin D and calcium-phos- 
phorus metabolism, mineral oil actually alters the meta- 
bolic processes of calcium and phosphorus through in- 
terference with the absorption of Vitamin D (39,4041). 


In addition to retarding the absorption of calcium- 
phosphorus and the oil-soluble vitamins, mineral oil 
also mechanically coats food particles and consequent- 
ly prevents their complete absorption through the in- 
testinal walls (9). This statement is borne out by the 
fact that the continuous use of mineral oil frequently 
causes a severe loss in weight (9,23,25,52). Finally, 
because mineral oil so greatly hastens the passage of 
food through the intestinal tract, there is further de- 
crease in absorption of nutrients from the intestinal 
contents. While one report is in no wise conclusive, 
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Mellanby (43), in experiments with cats, concluded 
that mineral oil greatly inhibits digestion through its 
interference with the secretion of bile. 


A clinical syndrome which has been described as 
“mineral oil poisoning’ (16) frequently results from 
the daily ingestion of mineral oil. It is characterized 
by Indigestion, Anorexia, Flatulence, Fatigue, Nerv- 
ousness, Dyschezia, and Anal Leakage. When the 
physician prescribes mineral oil on the theory that 
at least it cannot harm the patient, he should keep the 
foregoing symptoms in mind. 


According to Javert and Macri (24), “oral ingestion 
of mineral oil in daily doses was associated with low- 
ered prothrombin values in 70% of patients while inter- 
mittent use of mineral oil resulted in hypoprothrom- 
binemia in 33% of the cases.” Where mineral oil was 
taken daily, prothrombin concentrations were often 
lower than when oil was taken intermittently. Elliott, 
et al., have reported corroborative evidence (29), and 
Javert, et al., who conducted this study postulated, 
“The role of mineral oil in producing hypoprothrom- 
binemia is probably by prevention of absorption of vi- 
tamin K or by absorption of the vitamin by the oil, or 
by interfering with bacterial synthesis.” They con- 
cluded, “From the evidence at hand, the oral adminis- 
tration of vitamin K to pregnant women may prove 
of little or no value unless the simultaneous use of 
mineral oil is curtailed.” Consequently, common sense 
medicine alone would warn against the use of min- 
eral oil in any condition where bleeding might be an- 
ticipated. 

In this era of hormone therapy, mineral oil has still 
another disadvantage ... it absorbs fat-soluble di- 
ethylstilbestrol and it may be inferred that other fat- 
soluble hormones taken orally would also be absorbed 
(45). Consequently, the administration of mineral oil 
concurrently with that of diethylstilbestrol nullifies, at 
least in part, the effects of the hormone therapy. 


MINERAL As A PossiBLE CARCINOGEN 


While there is less evidence on this point than on 
most others, one cannot overlook the strong possibili- 
ties of the presence of carcinogenic substance in min- 
eral oil (46,47,48,49). It is a well established fact that 
many petroleum derivatives possess definite carcino- 
genic properties. It is not unfair to suspect that even 
the purest forms of mineral oil could conceivably con- 
tain minute traces of these carcinogenic agents because 
of their close chemical relationship. It should be re- 
membered that a very common site for cancer in the 
intestinal tract is the colon, the area in which mineral 
oil is most frequently found in excess. 


MiIscELLANEOUS CONSIDERATIONS 


Apart from the dangers of mineral oil already men- 
tioned, there are a number of nuisances and esthetic 
considerations which make this preparation inappro- 
priate for the treatment of constipation. Mineral oil 
frequently is an indirect cause of pruritus ani (9,16). 
The delicate skin of the perianal area is especially vul- 
nerable to infection. It should be kept clean and dry 
at all times; a thing impossible to accomplish when 
there is a constant or spasmodic leakage of mineral oil 
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from the rectum. Pruritus ani and even dermatitis are 
of course the results of this leakage. It is my personal 
opinion that the average patient, given a choice between 
constipation and pruritus ani will choose the former. 
Uncontrolled anal leakage is distressing to the mineral 
oil user whether or not it leads to pruritus ani. Anal 
leakage, of course, prevents the proper hygiene of 
this region and may lay the groundwork for subse- 
quent complications. 

Accumulations of mineral oil in the colon may cause 
negative shadows resembling polyps on barium enema 
studies of the large bowel. 

As is well known, the patient may develop a de- 
pendency on mineral oil; and moreover, continued use 
is not only necessary, but frequently larger doses are 
found to be required. In view of the fact that mineral 
oil does not correct constipation, a vicious: circle is set 
up in which the patient takes more and more mineral 
oil with less and less satisfactory results. This rou- 
tine is the very thing that lays the groundwork for the 
accrual of the aforementioned detrimental effects of 
long-term therapy. 

Consider for a moment the patients to whom mineral 
oil is frequently given. Perhaps the gravida is most 
seriously affected; for both she and the fetus are rob- 
bed of valuable vitamins and minerals at a time when 
they are most sorely needed. Estrogen therapy, which 
so often accompanies prenatal care, is likely to be 
seriously hampered by the concurrent use of mineral 
oil or its emulsions (45). Javert and Macri (24) 


found a definite correlation between decreased pro- 
thrombin levels and the ingestion of mineral oil and/or 
its emulsions during term. If by this time, the gravida 


hasn't sufficient troubles, she may develop symptoms 
of the so-called mineral oil poisoning ; and exacerbation 
of the pruritus which so often accompanies pregnancy. 

The aged and infirm and the growing child, all of 
whom may be deprived of their full complement. of 
vitamins and minerals, are further subjected to the 
well-established danger of developing lipid pneumonia 
by inspiration into the lungs at the time of adminis- 
tration. And finally; the surgical patient who needs 
the full forces of his body during convalescence, may be 
unduly exposed to hemorrhage in addition to being 
deprived of the effects of food intake. 


SUMMARY 


1.) A survey of the literature before and after its 
introduction does not disclose a valid reason for the 
use of mineral oil in the treatment of constipation. On 
the contrary, the literature contains numerous deroga- 
tory reports, any one of which is sufficient to ques- 
tion the advisability of the internal use of mineral oil 
under any circumstances. When all these reports are 
evaluated as a group, there can be no single doubt that 
mineral oil and its emulsions should never be used in- 
ternally. As Morgan has expressed it, “It would not 
be too unfair to say that in some respects mineral oil 
has earned its niche in the section of toxicology rather 
than in pharmacology” (16). ‘ 

2.) Mineral oil including its emulsions alters the 
normal physiology of evacuation and tends to result 
in faulty bowel habits, acts to increase ano-rectal infec- 
tion by compression into the anal crypts, retards heal- 
ing of postoperative rectal wounds, is absorbed through 
the intestinal wall into the body in quantities up to 
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60%, interferes with the utilization and retention of 
calcium and phosphorus, interferes with digestion and 
absorption of other nutrients, frequently produces a 
serious loss of weight, prevents the absorption of the 
oil soluble vitamins A, D, E, and kK, tends to reduce 
prothrombin levels, interferes with estrogen therapy, 
is an indirect cause of pruritus ani, may induce “min- 
eral oil poisoning,” develops a dependent state so 
that increased doses are necessary, aggravates existing 
local rectal conditions by converting the rectum into 
an abnormal reservoir, is esthetically objectionable, 
may cause lipid pneumonia, may possess minute trac- 
es of carcinogenic substances, and makes complete 
evacuation impossible. 
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T IS WELL known, as shown by Itzioka (1) or by 

Matsuo (2) that the maceration juice of rabbit in- 
testinal mucosa possesses tryptic activity, which should, 
usually, be attributed to pancreatic trypsin which is 
absorbed into or which infiltrates into mucous sub- 
stances attached to the mucosa itself. Matsuo (2) and 
then Hino (3), however, conclude an existence of the 
“Entero-tryptase” in the intestinal juice or in the in- 
testinal mucosa of dog, and also in rabbit intestinal 
mucosa, where an action of pancreas trypsin is ex- 
cluded. Recently, Hayakawa (4) showed that human 
gastric mucosa also exhibited the same proteolytic ac- 
tivity, when casein or gelatin was used as substratum. 
Apparent hydrolysis, at pH 7.8, occurred first after 
relatively long digestion, and he concluded that the 
tryptase, existence of which in the gastric mucosa had 
been denied by Willstatter and Bamann (5), did exist. 
Furthermore, it is also the case when maceration 
juices of the other organs (liver, kidney, spleen, etc.) 
are examined, as was shown by Hayakawa and Ito 
more recently (6). Among the organs examined, an 
action of kidney tryptase can be most clearly demon- 
strated. 

We think, therefore, that the tryptase of these or- 
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gans including gastro-intestinal mucosa must be studied 
as “Tissue Tryptase” distinguished from pancreas 
tryptase. 


In this paper, we studied chiefly the distribution of 
Tissue Tryptase (T.T.) compared with that of Pan- 
creas Trypsin (P.T.) using rabbit: gastro-intestinal 
mucosa.* 


Tryrtic AND EREptic PROTEOLYSIS 


Casein and gelatin hydrolyses. When mucosa materi- 
als are, to exclude an action of pancreas trypsin (3), 
adequately washed, and the mucous substances at- 
tached to them are removed, the amount of casein 
hydrolysis is higher in mucosa of stomach and in that 
of small intestine than in that of large intestine or 
blind intestine. It is also the case when gelatin is used 
as substrate, but hydrolysis of gelatin is less appar- 
ent than that of casein in each organ except in stomach 

*Measurement of proteolytic activity: Formol titration 
method was employed. Acidity increase in 5 ¢.c. of digestion 
mixture was titrated with N/10-NaOH. Control value without 
enzyme or substrate was reduced respectively, and thus cor- 
rected values are illustrated. Enzyme solution consists of 1 
part of mucosa maceration and 3 parts of glycerin-water (1:1). 
20 ee. of 2%-substrate-buffer-solution was incubated, under 
toluene, with 2 ¢.c. enzyme solution at pH 7.8 and 37 C, 
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with materials adequately washed. 


(St, stomach; Si, small intestine; Bi, blind intestine; Li, large intestine.) i 
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mucosa, while in the latter the gelatin hydrolysis 
seems to slightly exceed the casein hydrolysis, and it 
is notable for substrate specificity of each enzyme ac- 
tivity. These tryptic hydrolyses become apparent first 
after long digestion, and this is in accordance with 
the results from the preceding experiments (T.T. ac- 
tivity) Figure 1) (2) (3) (4) (6). 


Next we carried out the same experiments as above, 
using materials which were not washed enough: The 
results were always the same as above except when 
enzyme material obtained from small intestine was 
used. In the latter case, hydrolyses of casein and gela- 
tin are markedly observed as soon as after twenty- 
four hours’ incubation. The extent of the hydrolysis 
is nearly equeh to those after T.T. action of one hun- 
dred and twenty-four hours’ incubation (Figure 2). 
The difference between the hydrolysis amounts result- 
ing from the experiment with washed material and 
those with non-washed, therefore, shows the extent 
of P.T. action. 

It is evident from the above experiments that P.T. 
can be found only in mucosa of small intestine, and is 
missed in stomach and in large intestine or in biind 
intestine. 


Ovalbumin or serum albumin hydrolysis: Hydrolysis 
of neither of these two substrates was observed at all 
when materials from stomach, small intestine, large 
intestine and blind intestine were washed nor when 
unwashed. It seems that these substrates are resistant 
to an action of T.T. or to that of P.T. 


Pepton hydrolysis: \When Tissue Ereptase activity 
(T.E., materials adequately washed) is examined, the 
comparative strengths are found to be large intestine, 
blind intestine>stomach, small intestine. Distribution 
of T.E., thus, differs from that of T.T., for the order 
of strength of the latter is stomach, small intestine 
>large intestine>blind intestine. That is noted here 
for the differentiation of these two enzymes. 


On the other hand, Ereptic activity derived from 
pancreatic juice (P.E.) is, similar to the case of 
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P.T., found only in mucosa of small intestine, and 
missed in the other organs. 


Proreotytic OF SMALL INTESTINE 


Small intestine is divided into five parts from oral 
to anal ward in the order named as I, I1, III, TV and 
\ (interval of 20 ccm.), and activities of P.T., T.T., 
P.E. and T.E. are examined in each of the five parts. 


When casein is used as substrate and materials 
are adequately washed, the hydrolysis amounts com- 
pare in this order: III[>II, IV>I, V and this is also 
the case when gelatin is used, i.e., T.T. activity is ob- 
served in this order of strength. ; 

The above results show that T.T. activity is strong- 
er in the middle part than in the others, and that P.T. 
activity is weakest in the uppermost part, strongest 
in part II and then decreases gradually anal-ward. 

The distribution condition of P. E. activity is simi- 
lar to that of P.T., but the activity of T.E. is contrary 
to that of T.T., found uniformly distributed in mucosa 
of small intestine. Here also the difference between 
the distribution conditions of these two enzyme ac- 
tivities is noted. : 

Now, it becomes evident that a second protease T.T. 
other than P.T. is found widely distributed in rabbit 
gastro-intestinal mucosa, and that its distribution con- 
dition differs from that of P.T., P.E. or of T.E. re- 
spectively. 

The questions now arise whether it plays an im- 
portant role in the physiological procedure of nourish- 
ment digestion or not, and whether it really is secreted 
from mucosa into the digestive canal or not. We can 
not yet answer these questions decidedly, but we con- 
sider that they probably may be answered affirmatively ; 
in this connection we know the facts observed by Matsuo 
(2) or by Mori (7), who have demonstrated T.T. ac- 
tivity in the intestinal juice of dog taken from Thiry 
Vella’s fistula or in the human intestinal juice obtained 
from patient with jejunal fistula, 


It might be the result of an inactivation through 
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with materials from small intestine. 


(T.T., Tissue Tryptase; P.T., Pancreas Tryptase; T.E., Tissue Ereptase; 


P.E., Pancreas Ereptase.) 


hydrochloric acid in gastric juice, that the activities of 
P.E. and P.T. are, as already stated, weakest in the 
upper part of small intestine and are missed in gastric 
mucosa. The absence of the activity of them in large 
intestine or their decreases towards lower parts of small 
intestine might be due to their anatomical relationships. 
It may, however, be noted that the distribution condi- 
tions of these enzymes derived from pancreatic juice 
seem almost to be inverse to the frequency of cancer 
growth on gastro-intestinal mucosa. 


SUMMARY 


1. Besides pancreas trypsin, a second protease (Tis- 
sue Tryptase) is distributed widely in the gastro-in- 
testinal mucosa of rabbit. Its activity is stronger in mu- 
cosa of stomach or of small intestine than in those of 
large intestine and blind intestine. Tissue Tryptase 
should be differentiated from Pancreas Trypsin and also 
from Tissue Ereptase. Tissue Ereptase activity is, con- 
trary to that of Tissue Tryptase, stronger in mucosa of 
large or blind intestine than in that of stomach or of 
small intestine. 


2. Pancreas Trypsin and Pancreas Ereptase are found 
only in mucosa materials from small intestine and miss- 
ed in those of stomach, blind and large intestine: These 
activities can be diminished when mucous substances are 
removed by washing with water. 


MEYER 


HE MATERIAL which forms the basis of this study 
derives from a careful survey of the writer's case- 
records indexed “Chronic gastritis.” Diagnosis was 


held warranted if the following criteria were Satisfied : 
1) clinical, 2) gastric chemistry, 3) negative x-ray 
evidence, with the greater emphasis on dynamics under 


NON-SPECIFIC GASTRITIS: PRACTICAL PROCEDURES IN CLINICAL 
DIAGNOSIS 


Gotos, M. D., St. Petersburg, Fla. 


3. Distributions of these enzymes in mucosa of small 
intestine are as follows: Tissue Tryptase is stronger 
in the middle part than in the other parts, and Tissue 
reptase is found uniformly distributed over the whole 
length of small intestine. Pancreas Ereptase and Pan- 
creas Trypsin are weakest in the uppermost part. It 
seems that they undergo some inactivation by hydro- 
chloric acid in gastric juice. They are strongest in 
part II and then decrease their activities gradually 
from oral anal-ward. 

4. Physiological significance of these enzyme activi- 
ties is briefly suggested. 
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the fluoroscopic screen, 4) tangible response to con- 
ventional therapy. Scrutinizing this material seemed 
to offer the writer a reasonable basis for deductions 
of practical and expedient interest. In passing, the cut- 
ting words of Thomas Carlyle deserve to be recalled: 
“It is in general much more profitable to reckon up 
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our defects than to boast of our attainments.” It is 
in this vein of thought that I undertook to write this 
last paper in the autumn of my medical practice. 


This discussion will concern itself with a critical 
analysis of the fractional test meal of Rehfuss and 
the single test meal of Ewald as methods of screening 
digestive aberrations, as compared with the routine 
procedure presented by gastroscopy. 


In my earlier years in medical practice, “gastritis” 
was the usual diagnosis for all gastric conditions not 
sufficiently severe to be labeled gastric ulcer, or gastro- 
duodenal ulcer, without any attempt at differentia- 
tion between pre- and post-pyloric lesions. Owing to 
roentgenologic studies of the mucosal pattern, the 
diagnosis of gastritis has since been reviewed and es- 
tablished upon more tangible evidence. As used by 
Mever (1), it indicates “a symptom complex without 
any correlation of the pathologic and gastroscopic 
findings.” In other words, it is a blanket term which 
actually covers a number of conditions. It is this con- 
cept to which this paper is directed, except that Meyer 
confines his remarks to gastritis in the aged. He based 
his classification on etiology secondary to anatomic al- 
terations extraneous to the gastro-enteric tract: hepa- 
tobiliary, cardio-vascular and renal diseases. The pres- 
ent writer confines his remarks to primary gastritis. 
Both types—primary and secondary—may reveal the 
same symptom complex, except, of course, that struc- 
tural deviation from the normal is attended with a 
lower regenerative capacity in the aged. 


The main objective in writing this paper is to focus 
attention on the less elaborate procedures as aids in 
diagnosis. By way of analogy, important as are ossil- 
ometry and arteriography in thorough investigation 
of peripheral vascular alterations, they may be supple- 
mented or even supplanted by the simple examination 
of arterial pulsations. The approach assumes great im- 
portance because of a simple elicitation. The same line 
of thought is relevant to the digestive apparatus. To 
confirm roentgenologic interpretation of gastric mu- 
cosal relief gastroscopically implies reliance on com- 
petition between two instrumental procedures, Gas- 
tritis clinically assayed involves history, physical ex- 
amination, gastric chemistry, and therapy; where the 
latter is effective a clinical appraisal of one or another 
form of gastritis is diagnostically justifiable. It is 
hardly revolutionary to suggest that the well-being of 
the patient is a good criterion for evaluating therapy. 
To obtain a clinical profile of the common forms of 
non-specific gastritis, and to divert these patients from 
the radio-hawked remedies which promise a sure cure 
of their “stomach trouble,” was the writer’s concern 
in these cases. The astronomical sales of patent medi- 
cines must make America look like a very sick nation. 
It is a warning note that patients discouraged by in- 
effective therapy turned to commercials instead, as 
economically more “prudent.” A related warning is 
sounded by the cases of the two patients who looked 
forward to what their doctors promised was the ‘‘su- 
preme court of gastroscopy,” but were so disillusioned 
as to go back to radio remedies. 

It may be said at the outset that, in seeking to es- 
tablish a pathological basis for diagnosis, due regard 
must be had for the patient’s personal equation—his 
nervous status—and many a patient who would re- 
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ject gastroscopic examination as too costly in time or 
money may be glad to avail himself of simple and et- 
fective clinical procedures. 


CONVENTIONAL PROCEDURES AND COMMENTS THEREON 


1) History taking: Since chronic gastritis may be 
considered the result of repeated single insults to the 
mucosa, a detailed history forms a precision instru- 
ment. A careful piecing together of all fragments cre- 
ates a mosaic expressive of diagnosis, or, at least, a 
blueprint to direct the construction of an accurate di- 
agnosis. As comparatively few patients volunteered 
any symptoms, | was bent to. learn what induced these 
“asymptomatics” to come for a_ so-called check-up. 
Then history taking was mainly interrogative, concern- 
ing the digestive apparatus and the hepatobiliary sys- 
tem, not precluding a systemic review. It became ap- 
parent, when symptoms were elicited, that the patients 
had probably been subdued by a state of euphoria. On 
inquiry, they complained of “burning pain,” though 
the burning extended only along the esophageal tract, 
and the “pain” was adduced for emphasis. Pyrosis 
was their all-inclusive symptomatology. 

2) Physical examination: Briefly, | may say that 
all findings, both positive and negative, must be trans- 
lated in terms of body architecture, which so strongly 
influences visceral function. The patient’s history must 
be appraised in terms of his sensitivity to pain elicited 
by pressure without his awareness against the styloid 
mastoid foramen. Classic examples of iatrogenic dis- 
eases are the “dropped stomach” diagnosis in patients 
of asthenic habitus, and the epigastric pain related to 
food intake in patients of hypersthenic body build. The 
former is labeled a gastroptotic, while the latter is 
treated for a peptic lesion he does not have. In other 
words, hunger pain in the asthenic individual has a 
different significance in the context of body architec- 
ture. Pain in the right iliac fossa elicited in a stocky 
individual may have pathological meaning, but not in 
the slim person whose complaint may be ascribed to vis- 
ceroptosis-low cecum, dipping of proximal colon into 
the pelvic basin, or distal colon redundancy. Emanual 
Libman’s algesimetric method and the styloid phenome- 
non mentioned above furnish the yardstick by which 
the degree of tenderness experienced by the patient 
may be estimated. 


3) Blood cytology, a selective blood chemistry and 
blood sedimentation test. 


4) Stool examination for occult blood, under food 
control. 


5) Stool examination following a Schmidt test diet, 
bland and non-irritating ; macroscopic examination and 
pH determination. Incubator test to learn whether the 
feces incline to carbohydrate fermentation, putrefac- 
tion, or negativity (this test is not used routinely), 


6) Gastric analysis, a) fasting residuum, b) follow- 


ing a test breakfast. 


The Choice of Test Breakfast 


Concerning this procedure, the medical profession is 
largely divided between the fractional method of Reh- 
fuss and the single test meal of Ewald. In my earlier 
years in the field (2) I considered the single test in- 
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adequate, but experience has led me to reverse my 
opinion. A review of the test breakfast is here per- 
tinent for clarification. The main functions looked for 
in this test are gastric motility and secretion. Motility 
is determined by a motor meal and the fasting residuum 
aspirated. Secretion is ascertained by titration with 
0.1 Normal NaOH following a test meal. It should be 
pointed out that motility is estimated twice: a) aspira- 
tion of fasting residuum; b) after recovery of a sample 
for titration, tube in situ, stomach is washed to clear- 
ness with a measured quantity of water. The meal con- 
sists of 6-8 arrowroot biscuits with 8-10 ounces of 
freshly prepared tea, sweetened to taste with  sac- 
charine. Preference was expressed for hot tea as against 
cold water, as tea and biscuits was a customary snack 
for many patients. Moreover, the psychic inhibition 
at the sight of cold water, parietal cell depression, 
was thus avoided. A cup of tea is more fit for the early 
morning hours than cold water, The synergistic action 
of the caffeine probably stimulates a drive on parietal 
cell activity. The considerably greater acceptability of 
the meal led the patient to be more cooperative for a 
recheck when indicated. As the test meal assumed a 
social aspect, the cephalic phase of gastric secretion 
was more likely to respond normally. The relish with 
which the hot meal was taken as compared with the 
cold water brought about a heightened secretory re- 
sponse, a judgment based on thirty repeat tests. 

As I observed, experience has caused me to favor 
the single method in recent years. The increased in- 
formation obtained by the fractional method was too 
often offset by the resistance of the patient, by the 
time consumed, the annoyance caused by marked. sali- 
vation, and invariably by the ensuing difficulty in se- 
curing a repeat test. For these reasons, the writer's 
earlier enthusiasm (2) for the fractional method is 
now limited to hospital treatment, or to exceptionally 
cooperative patients. Naturally, any one method in 
gastric analysis has its limitations, and flexibility is at 
times desirable for unexpected reasons—as in the case 
of the patient who had inadvertently left her teeth home, 
and was given ihe test meal in the form of finely triturat- 
ed powder. 

The caffeine test elaborated by Roth and Bockus 
(3) is informing and instructive. “Caffeine contains 
at least two potent gastric secretagogues; namely, caf- 
feine and one or more other secretory stimulants (a 
natural secretagogue, a product of the roasting proc- 
ess, or irritating volatile oils). Their technique con- 
sists in introducing via the Levin tube a test meal of 
500 mg. caffeine sodium benzoate in 200 cc. water 
equivalent to 250 mg. caffeine alkaloid, or two cups 
of coffee. As the theine alkaloid in tea is chemically 
identical with caffeine, it will be found to produce much 
the same physiological eifect. It is thus apparent that 
when boiling water is poured over a teabag, and the in- 
fusion allowed to steep two to three minutes, there is, 
in addition to the stimulating psychic effect of a warm 
palatable meal, the added stimulus of the theine on the 
parietal cells. | may say, however, that this Roth-Bock- 
us thesis was not the reason for the writer’s choice of 


tea for a test meal at that time. 
RESIDUE 


REMARKS ON FastTiING GASTRIC 


Gastric residue following a night's sleep has definite 
significance. As a means of screening for digestive 
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aberration, especially when expeditious examination 
is desired, the absence of a gastric residue or the re- 
covery of only a few cc., offers information. of the 
highest importance, when translated in terms of the 
clinical picture. Most patients were concerned over 
the length of time the test would consume. During the 
years of my adherence to the fractional method, a vast 
number of cases showed no record of the test, where- 
as a return to the single sample procedure disclosed a 
test performed once in 76 cases out of 100. In cases of 
achlorhydria, the tests were repeated, and the aver- 
age patient was considered “tube broken.” Patients 
who, on earlier examination, showed an intolerance to 
intubation with a probable inhibition of the cephalic 
phase of gastric secretion (psychic achylia), disclos- 
ed normal acid values when the examination was re- 
peated. Heterochylia—the patient secreting HCl at 
one time and not at another—must be thought of, how- 
ever. Winkelstein and Marcus (4) have pointed out 
that “Neutral red gives as much information as hista- 
mine and is preferable to the latter for routine use. 
While histamine merely causes a maximum secretion 
by the cells, neutral red demonstrates whether the 
cells can secrete free HCI at all.” After two dramatic 
reactions to histamine in women patients, I abandon- 
ed it in favor of the dye excretion, especially in dif- 
ferential diagnosis in achylia. 

I was obliged to abandon the alcohol test meal after 
brief experiment, as the patient either became nauseous 
and vomited, or so volubly talkative as to render the 
testing inoperative. 

Cytodiagnosis merits emphasis in cases of achylia. 
Since 60 percent of the cases of gastric carcinoma are 
attended with achylia, malignant cells present are not 
apt to be disintegrated. This limitation is not applicable 
to the cytological technique of Papanicolau, although, 
even with the conventional technique, this test has 
been sadly neglected. 

The writer has devoted this much attention to gas- 
tric analysis because the opening scenes of a drama 
might pass us by unrecognized for what they are, and, 
as we know, it is the earlier phase of a malady that is 
so propitious for combative therapy. In this vein of 
thought, the importance of gastric analysis is analogous 
to that of urine analysis in detection of renal impair- 
ment long before azotemia occurs. A relevant study 
by the writer (5) was the subject of fetor ex ore and 
the role played by the evaluation of gastric chemistry, 
at either extreme, in explaining foul breath. Owing 
to the prevalence of misleading advertising about “hali- 
tosis,” patients who dwelt on this symptom, real or 
fancied, presented a true anxiety neurosis. Correction 
of hyperacidity or replacement in anacidity brought 
about some escape from “halitosis,” the fearful word 
that has been implanted into common speech. However, 
factually, one should not look for complete proof of 
pathognomicity in gastric analysis, but rather for sup- 
port and aid toward a better understanding of the 
clinical picture. One does not run an automobile on 
one cylinder, and, by the same token, precision in 
diagnosis embraces all aspects and methods and from 
them builds a pathological entity. In answer to the 
question, Why perform gastric analysis?, Roth and 
Bockus (6), referring to caffeine gastric analysis and 
its assistance in diagnosis, urge its use when “a) the 
patient gives a characteristic history but careful studies 
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fail to demonstrate a duodenal ulcer, or b) when the 
patient presents a differential diagnosis of asympto- 
matic upper gastrointestinal bleeding with a negative 
X-ray examination of the esophagus, stomach, duo- 
denum, or small intestine.” 


Gastric chemistry as a routine screening in asympto- 
matic patients is well rewarded diagnostically, as the 
presence of high HCl on repeated aspirations, with the 
accompanying emotional factors of sustained anxiety, 
is a very likely ally of peptic ulcer genesis. In the words 
of Sir Berkeley Moynihan, “Persistent hyperchlorhy- 
dria is the medical term for the surgical condition of 
duodenal ulcer.” The contrary condition, achlorhydria, 
must be regarded as a signpost indicating the thera- 
peutic road, and at the same time as giving a warning 
that malignant achylia and pernicious anemia are known 
to draft their victims from this category of gastric 
chemistry. 


Gastritis CLINICALLY CLASSIFIED 


From a clinical standpoint, no definite classifica- 
tion can be built up with precision. An attempt at 
rigorous clinical classification assumes a complexion 
more artificial than biological, since the clinical pic- 
ture can be the same for gastric chemistries indica- 
tive of all shades of gastric acidity. Furthermore, the 
clinical presentation might be descriptive of a well doc- 
umented hyperacidity syndrome and even respond to 
antacids for a protracted period, with gastric acidity 
values of either hypochlorhydria or true achlorhydria. 
It was only after studying the history of a case and 
noting the chronicity of symptoms revolving around 
the stomach, that a search into the hepatobiliary sys- 
tem was indicated. even in the presence of histamine 
achlorhydria, peptic ulcer seems not impossible, al- 
though, in three decades of private practise and hospi- 
tal service no case of achlorhydric peptic ulcer. was 
encountered. Truly, as the late Dr. Carman wrote, 
“No other organ in the human body has been accused 
of so many disorders as has the stomach. It has been 
judged guilty and sentenced to treatment when it was 
perfectly innocent.” 


Mucosal study is highly commendable, because rugae 
can be visualized and their characteristics are of definite 
value in roentgenologic diagnosis. In hypertrophic gas- 
tritis, the rugae are enlarged, irregular in formation, 
and tend to resist obliteration. Rugae obliterated in 
the area of a tumor take on the pathognomicity of a le- 
sion. The author wrote in this connection (7), “If 
gastric ulcer is accompanied by hypertrophic gastritis, 
the rugae are increased in size.” The feeling then was 
that the study of gastric rugae was seriously neglect- 
ed. In atrophic gastritis there is an absence of rugae 
formation, The method employed is either a thin sus- 
pension of barium, with sedimentation taking place 
earlier and a decreased tendency of adjacent shadows 
to coalesce, or a compression technique disp. .cing the 
barium by pressure over the midspine. The latter 
method is the writer’s choice. Local effacement of gas- 
tric rugae with aperistalsis is descriptive of induration 
or infiltration of the mucosa. On this basis, the study 
of gastric rugae may be considered competitive rather 
than complementary to gastroscopy, offering an easier 
approach and meeting with readier acceptance by the 
patient than is the case with gastroscopy and its soaring 
costs in time and expense. 
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Held and Goldbloom (&) write with reference to 
gastritis and early diagnosis of gastric cancer, “it is 
not denied that chronic gastric irritation, whether it be 
benign polyp, gastric catarrh, or gastric ulcer, may be a 
predisposing factor in gastric carcinoma. This type of 
cancer grows very slowly. Metastasis is not com- 
mon in this type of gastric cancer.” If, to these ten- 
dencies we add a timely diagnosis, the chances for pro- 
lorgation of life are very much enhanced. Agreement 
with these writers has been very widely expressed. 
Konjedzny’s concept of “gastritis hypertrophica at- 
rophicans” and his conclusion that “the greater por- 
tic of gastric carcinomas (about 85% ) arose on the 
basis of chronic gastritis and the latter constitutes a 
precancerous condition” is a concept that serves well 
from the standpoint of preventive therapy, viewing, 
as it does, chronic gastritis as a precancerous lesion 
rather than as the result of a malignant implantation. 
As regards achylia, congenital or acquired, it may be 
said, “lucky is the man for whom the bell tinkles be- 
fore it tolls. .’ Once we recognize the gastric chem- 
istry of the carcinoma-prone patient, or of pernicious 
anemia, we can institute the form of therapy best cal- 
culated to forestall irreversible pathology. By the 
same token, achylia should be looked for in the di- 
abetic patient, in the patient with incipient tuberculosis, 
in cases of chronic arthritis and intractable diarrhea. 
It is pertinent to note that the terms achylia and ach- 
lorhydria are not synonymous; they are distinguishable 
chemically, and may guide the clinician accordingly. 
Cytodiagnosis of a centrifuged specimen and the Wolf- 
Junghans test for dissolved albumen both aid in dif- 
ferentiation between benign and malignant achylia, 
while the presence of HCI serves to differentiate ach- 
lorhydria from simple achylia. No attempt was made 
to obtain a quantitative estimation of pepsin in cases 
of achlorhydria. An estimation of the enzyme as an 
index of mucosal injury is evidently beset with diffi- 
culty. Since pepsin cannot be activated in the absence 
of HCl, low peptic activity will inevitably be asso- 
ciated with achlorhydric conditions. Because of sim- 
plicity, therefore, gastric juice analyzed by the uni- 
versal titrimetric method will always play the major 
diagnostic part. However, an approximate appraisal 
can be obtained if pepsin is present by adding a disk 
of egg albumen to a few cc. of filtered gastric contents, 
acidified with dilute HCl, and incubated, or placed in 
a thermos bottle with water of body temperature, for 
a definite number of hours. The degree of translucency 
of the periphery of the disk indicates the quantity of 
pepsin secreted. 


ROENTGENOLOGIC INTERPRETATION IN TERMS OF 
PrecepDING Gastric CHEMISTRY 


Achlorhydria—a_ condition associated with a wide 
range of disorders—imust necessarily be correlated in- 
terpretively to obviate diagnostic confusion. Let us 
consider the case of a roentgen study without the in- 
formation yielded by gastric analysis: Roentgenoscopy 
even showed a vigorous peristalsis, rapid gastric empty- 
ing, and a racing of barium through the bulbus duo- 
deni; manipulation did not effect a filling of the cap. 
The patient related an ulcer rhythm complex—stem- 
ming from mimicry—and was diagnosed as_ having 
an ulcer lesion of the duodenum. It is evident that the 
erroneous conclusion could have been avoided had the 
x-ray survey been interpreted in terms of achylia true 
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to histamine. In scirrous carcinoma or linitis plastica 
with the acid control in abeyance, the gaping pylorus 
accounts for the rapid gastric clearance. 


Four referrals with a diagnosis of a post-pyloric le- 
sion clinically regarded were shown to be achlorhydric 
on a single sample of gastric contents. And although, 
on early repeat tests, they yielded low HCI units sug- 
gestive of psychic or pseudo-achylia, they reverted to 
normal on later repeat tests not influenced by appre- 
hension, and responded to a dietary regimen with a 
rich binding affinity for HC. 

In his earlier studies (9) the writer pointed out 
that the phenomena collectively spoken of as gastro- 
spasm differ vastly in their behavior, depending upon 
whether the underlying factor is functional or or- 
ganic, extrinsic or fntrinsic. The stomach has been 
properly alluded to as a playground of spasm and ex- 
citement, and i= the site of conflict, whether the dis- 
turbing factor be endogenous or not. It is not a static 
organ, passive in vocation—a mechanical retort-— 
but a functioning apparatus sensitized to respond to 


stimuli from any source. 


In last analysis, primary achylia may exist asymp- 
tomatically because of a compensatory mechanism stem- 
ming from the accessory organs of digestion; and 
gastrogenous diarrhea may be the first manifestation— 
a break in the counter-balance. 


Cases of hypertrophic gastritis have been erroneous- 
ly diagnosed, preoperatively, as cancer. These are cases 
in which gastric chemistry and cytodiagnosis of gastric 
residue would have added greatly to accuracy in diag- 
nosis. Although the absence of a gastric residue implies 
a normal gastric clearance, it does not rule out a non- 
obstructive lesion of the pyloro-duodenal segment. 
Where hypertrophic gastritis is diagnosed  gastro- 
scopically, or giant rugae detected roentgenologically, 
there may be one interpretation given high HCl out- 
put, and quite another with achylia gastrica. Simi- 
larly, gastric retention in hypertrophic gastritis with 
gastric anacidity assumes a different interpretive as- 
pect from retention with high HCI secretion. In the 
aged, where alkalies might be contraindicated, an ap- 
praisal of clinical hyperacidity attested by objective 
achlorhydria would be of even greater importance. 


Mention might here be made of fourteen cases 
which did not permit a satisfactory follow-up and 
were labeled floating patients. The average duration 
of the follow-up was between two and three years, An 
effort to persuade the patient to return to his own 
resources and self-reliance was a chief component of 
the treatment. The writer sought to dissuade the pa- 
tient from fattening the coffers of the commercialized 
pharmaceuticals. In this context, resistance to gastro- 
scopy suggests that while gastroscopy, which does meet 
resistance and requires dexterity in performance, forms 
a valuable part of our diagnostic armamentarium, it 
does not replace the simpler tests. In general, further- 
more, dependence on laboratory aids at the expense 
of a precision history is not to be condoned. 


CONVENTIONAL APPROACH TO A DIAGNOSIS OF 
CHRONIC GASTRITIS VERSUS GASTROSCOPY 


The late Dr. Riesman (10) quotes Dr. John Brown 
as saying that “art uses one eye and science uses the 
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other, but wisdom uses both.” The art of holding on 


to the patient for scientific study is extremely impor- 
tant. A simple course which calls for procedures that 
do not strike him as cumbersome, may prove effective 
in keeping the patient from those cures which the 
radio announces so fulsomely. 


Procedures are often complementary and not com- 
petitive. In dealing with human beings who harbor 
maladies, when conventional procedures fail to account 
for a dominant symptom, as in hematemesis, then gas- 
troscopy is called for. Fairle (11) incisively writes: 
“Chronic gastritis is a diagnosis which has undergone 
many vicissitudes in the past thirty years. ... Now 
the advent of the gastroscope has threatened once 
again to make chronic gastritis a too-common diag- 
nosis; but the alarming discordance between the find- 
ings of the gastroscope, the microscope, and of ‘reality’ 

. leads to a justifiable hesitancy in welcoming this 
wayward child back into the home.” He concludes, 
“Chronic gastritis as a clinical entity is subject to 
excessive skepticism as well as to unwarranted claims.” 


It should be borne in mind that gastroscopy is but 
one facet in the study of gastric mucosa, and that over- 
emphasis upon it will induce a narrow view of the 
subject. The writer thoroughly agrees with the first 
two indications for gastroscopy cited by Barowsky 
(12), namely, where “routine studies fail to reveal 
a positive diagnosis of gastric disease,” and as “a 
supplementary aid to gastric diagnosis; but the third 
indication, “to follow the course of certain benign 
conditions which may become malignant,” is uncon- 
vincing and hardly likely to meet general acceptance. 
To resort to gastroscopy for “individuals with epigas- 
tric pain, because of a strong tendency to relegate the 
patient to the functional dyspepsia group,” is hardly 
a wise requirement if diagnostic procedures are sound 
to begin with. Over-dependence on machines in the 
machine age could lead to a disastrously mechanical 
quality in clinical approach. j 

Eusterman (13) rightly questions: “Do changes 
seen by the gastroscope always signify gastritis? Can 
such condition exist without being visible through the 
gastroscope? By what yardstick are we to determine 
when gastritis from a histological standpoint is gas- 
tritis from a clinical one?” To these questions we may 
add, Which of these approaches, the histological or 
the clinical, is more expedient? Eusterman answers 
one of his own queries in these words: “Three and 
a half years ago my endoscopic colleague, Dr. Moersh, 
stated that he was impressed by the increasing skill 
with which his gastroenterologic associates are able 
to recognize cases of chronic gastritis clinically.” More- 
over, sole reliance on direct visualization is not without 
its pitfalls, as “the mucosal configuration of the stom- 
ach” can be envisioned “poorly and incompletely, par- 
ticularly in its proximal half, during gastroscopy.” 


Patients are either eupeptic or dyspeptic: the for- 
mer are not without occasional digestive aberrations, 
and the latter may or may not have anatomical al- 
terations of the gastric mucosa. An orthodox clinical 
survey should suffice to determine the presence or ab- 
sence of chronic gastritis, gastric tumors, ulcers, or 
posterior wall pathology. Complaints in a euphoric 
personality might be diagnosed clinically as “chronic 
gastritis.” On interrogation, however, it is learned 
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that the patient has epigastric distress postprandially, 
and resorts uncomplainingly to easily obtained antac- 
ids. It is worth noting that, despite achlorhydria, he 
secures clinical relief. My records showed scores of 
patients heavily overlaid with benign neuroses, fol- 
lowed up for a decade or more, who were treated, 
with therapeutic response, with an attentive auditory 
apparatus. This type of personality meets the sugges- 
tion of an elaborate procedure with indifference. In 
contrast, there is the patient whose loud symptoma- 
tology receives no support from a basic investigation. 
The stomach must then be regarded as a broadcasting 
station for aberrations distal to it. While medical 
science has advanced by leaps and bounds, the pa- 
tient’s viewpoint has remained essentially unaltered. 
Gastroscopy as a follow-up procedure would spell a 
hard course for the patient in several respects aside 
from the economic. In truth, the clinician must keep 
fundamentals in mind at all times, despite the pre- 
dominance of functional innuendos. To resort to 
endoscopy in the diagnosis of chronic gastritis implies 
abandonment of searching scrutiny for instrumentally 
delivered findings. In a series of 143 cases in which 
MecNeer and Barowsky (14) performed more than 
200 gastroscopic examinations, they found that “the 
diagnosis of gastritis is difficult to make,” and that 
“gastritis may occasionally simulate a gastric neo- 
plasm to such an extent that even gastroscopically it 
may be difficult to differentiate between the two.’’ One 
wonders how many of this group reported for repeat 
gastroscopy. In line with the writer's view of gastro- 
scopic diagnosis of chronic gastritis, Bockus (15) 
stated wisely that “the establishment of objective diag- 
nosis is not equivalent to the making of a clinical diag- 
nosis,” and observed that “the gastroscope is in vogue 
and there is some danger of attaching too much sig- 
nificance to minor aberrations from the normal mu- 
cosal image.” The practitioner who can see through 
the fog of clinical mimicry need. not be deflected from 
the tried and true methods of the clinician by the ap- 
parent case of making a diagnosis by direct vision. 


IcONOCLASM IN Mepictne Is UNDESIRABLE 


This paper would show only one side of the coin if 
no reference were made to Ricketts’ (16) incisive 
question: “Gastric analysis—practical or useless?” 
He performed gastric analysis on 100 cases, and com- 
pared the findings with x-ray and gastroscopic diag- 
noses. Only 52 analyses were considered significant, 
48 non-significant. He concluded that “unless espe- 
cially desired for some definite reason, gastric analysis 
is useless in the average case, and little or nothing of 
serious consequence to the patient will be lost if its 
performance is omitted, provided the stomach is studied 
gastroscopically roentgenologically.”” While the 
foregoing calls for no extended comment, it might be 
said that the conclusion is dissembling rather than 
constructive, for he could easily have condoned the 48 
misses for the sake of the 52 hits, even given his prefer- 
ence for a significant yield. Surely, the angels in heaven 
rejoice over the non-significant yield rather than over 
its counterpart. Unfortunately, a vast number of prac- 
titioners harbor a deliberate inacquaintance with gastric 
analysis which, by subconscious mutation, has devel- 
oped into an attitude of belittlement of its diagnostic 
worth. Such reference to a test illustrates the simple 
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mental transformation of the concept, “it is difficult,” 
into “I am not interested,” and thence, into “it 1s no 
good’’—a classic example of mental indifference. 


CONCLUSIONS 


Subjective response to treatment cannot be accepted 
without reservation as an aid to diagnosis, although 
a razor-sharp diagnosis is not of paramount necessity. 
It should be emphasized that any therapeutic modality 
is difficult to assay in any condition that is character- 
ized by sameness in symptomatology, with varied an- 
atomic alterations and diversified extragastric viscera. 
A multiphasic approach of simple procedures, ready 
applicability, the more likely frequency of performing 
the tests, the readier cooperation of the patient and his 
consequent disinclination to seek —radio-sponsored 
cures-——these are the advantages of the clinical ap- 
proach which yield substantial dividends in the diminu- 
tion of the patient’s somatic complaints. 


As between gastric analysis and gastroscopy as rou- 
tine procedures, it is argued that a patient who is un- 
willing to be intubated for gastric analysis is hardly 
likely to accede to endoscopy. The more simplified the 
laboratory aids, the easier it is to secure a working 
together of doctor and patient for the common ob- 
jective of ameliorating the symptoms. Early diagnosis 
is the job of the symptomatologist and the historian. 
The microscope, the telescope and the gastroscope are 
highly useful instruments, but for everyday wear we 
must have combination lenses, not specialized ones, 
Reservations may have to be accepted along with the 
conclusions, but the practical combination of clinical 
findings and rational analysis seems to warrant our 
faith m the methods, as best in handling the human 
equation, 


Cases are encountered where the physician has har- 
nessed the laboratory bench to master his diagnosis 
rather than to serve him as an aid. The machine age 
apparently has a profound influence on the student of 
medicine, impelling him to devote his time to the ap- 
paratus and forget that the disease also has a person. 
It is our contention that multiphasic screening carried 
on routinely with the less elaborate tests, accompanied 
with a profile appraisal of all of them as a unit, is 
more likely to bring forth a diagnosis in all its dimen- 
sions, and that gastroscopy done “routinely” is not 
to be commended. 


SUMMARY 


The terminology, etiology, chemical gastric pattern 
and evaluation of the clinical picture of non-specific 
gastritis were surveyed from the writer’s records with 
a view toward implications for diagnosis and preventive 
therapy. A bird’s eye view of the literature was offer- 
ed. The procedures here emphasized amply served 
the writer as a multiphasic approach for taking guess- 
work out of empiricism. Examination of the stool for 
occult blood, with evaluation of the gastric chemistry 
and roentgenologic survey of the gastroenteric tract, 
constituted a diagnostic tripod, if and when under- 
standingly performed. 
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FATAL DIFFUSE HAEMORRHAGE IN CASES OF LAENNEC’S LIVER 
CIRRHOSIS* 


Keaus A. J. JARVINEN, M. D., anp Lerkora, M.D., Helsinki, Finland. 


HAEMORRHAGE from the gastro-intestinal tract 

is a rather common and severe symptom in asso- 
ciation with liver cirrhosis. Hematemesis alone occurs 
in about 20 to 30 per cent of patients suffering from 
this disease (1,2,3). A haemorrhage from the gastro- 
intestinal tract was the immediate cause of death in 
20 per cent of the 217 cases of liver cirrhosis ex- 
amined by Evans and Gray (4). According to Cates 
(5) the corresponding percentage was 29 in a group 
of 102 patients. Douglas and Shell (6) calculated that 
in their material of 444 patients a gastro-intestinal 
haemorrhage had been the immediate cause of death in 
approximately 50 per cent of the cases. 

Voluminous haemorrhages of the liver cirrhosis pa- 
tients have in general been ascribed to a rupture of 
the anastomoses which have developed between the 
portal system and the veins in the general circulation. 
\ haemorrhage has most often been considered as com- 
ing from the enlarged esophageal veins. However, as 
early as in 1900, Preble (7) described six cases of liver 
cirrhosis patients, who died in acute gastro-intestinal 
haemorrhage; nevertheless, a site for the bleeding 
could not be found post mortem. He explained these 
cases as having suffered from a diffuse capillary 
bleeding from the gastro-intestinal mucosa. Although 
some investigators have laid stress on the possibility 
of a diffuse gastro-intestinal bleeding in liver cirrhosis 
(8,9,10), very little attention has however been paid 
to it. Therefore, it was thought justified to present 
the results of a study of this problem. 


MATERIAL 


The material of the present work consists of 19 cases 
of liver cirrhosis treated in our hospital during the 
years 1948-1951, in whom attention was paid to the 

*From the Third Medical Clinie of the University of 
Helsinki; Acting chief Klaus A. J. Jirvinen, M.D. 

Submitted July 17, 1952. 


occurrence of diffuse gastro-intestinal bleeding. No 
cases of biliary or pigment cirrhosis were included, 
and such forms of liver cirrhosis which had developed 
on the basis of cardiac decompensation were also ex- 
cluded. In addition to the routine clinical and labora- 
tory examinations, the diagnosis was in 6 cases (cases 
1,2,3,15,17 and 18) confirmed with the aid of au- 
topsy, at which cirrhosis of the Laennec type was ob- 
served in every case. In four other cases, the diag- 
nosis was confirmed by a histological examination of 
a biopsy taken at an exploratory laparotomy (cases 
4,9,14 and 16). Also in these cases the biopsy revealed 
a cirrhosis belonging to the Laennec-tvype. The aver- 
age age of the patients was 54.1 years. Fourteen of the 
patients were male and five female. 


RESULTS 


Eight of the patients of the present material died 
in the hospital. In six of these (cases 1,2,3,15,17 and 
18) an autopsy was performed. In three of these (cases 
1, 2 and 3) a diffuse haemorrhage from extensive areas 
of the gastro-intestinal tract was observed. In none of 
them could a localized bleeding from enlarged veins 
be seen. (Cases 1, 2 and 3 are described in detail.) 
Table I shows a comparison of some important. find- 
ings in these three patients with those in the other 
material. The patients are grouped in the Table so that 
group A comprises the above three patients with diffuse 
gastro-intestinal bleeding as confirmed in autopsy. 
Group B includes all cases with haematemesis or 
melaena, 5 in all, but without a distinct demonstrated 
reason for the bleeding. (In fatal cases, permission 
for the autopsy was not obtained.) Group C repre- 
sents patients without gastro-intestinal haemorrhage 
either in the history or during the stay in the hospital. 
The number of such cases was 11. 


When group A is compared with the groups B and 
C in Table I, it is first observed that the age of the pa- 
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tients does not differ in these three groups. As for the 
sex, it is noted that the groups A and B do not include 
any female patients, whereas almost half of the cases 
in group C are female. This probably oes not depend 
on chance due to the small number of cases, since in 
some more extensive investigations it has been  simi- 
larly noted that gastro-intestinal haemorrhage occurs 
less frequently in female than in male patients suffer- 
ing from liver cirrhosis (11). 

As to the abuse of alcohol, which has been regarded 
as having an aggravating influence on the tendency to 
haemorrhage, due to alcoholic gastritis and vomiting 
caused by it (12), the groups A and B do not differ in 
this respect. In group C, the abuse of alcohol has been 
less frequent, perhaps due to the greater number of 
female patients in this group. 


In the whole material, the number of cases with 
syphilis was only 4. In all of them, this disease was in 
the seropositive stage. Moreover, an attempt was made 
to exclude the possibility of a seronegative Iues medi- 
cata, in addition to asking the patient, by an X-ray 
examination of the gluteal regions of the patient for 
traces of bismuth, where bismuth injections are known 
to leave permanent signs, according to a study made 
in this clinic (13). No cases of syphilis occurred among 
the patients of group A. 


Nor does the occurrence of ascites seem to be a symp- 
tom essentially associated with diffuse gastro-intestinal 
haemorrhage; among the patients of group A, it was 
only observed in two. Moreover, it had disappeared 
from one of these (case 1) before the occurrence of 
a fatal diffuse haemorrhage. 


As to Takata’s test, Stolte’s mercuric chloride num- 
ber, the thymol test, the zine sulphate test, alkaline 
phosphatase, and sedimentation rate—none of these 
showed any marked difference between the groups A, 
B, and C. The same is true of the icterus index (Meul- 


Pengracht value), haemoglobin percentage, the num- 


ber of erythrocytes, index, and the number of leuko- 
cytes. A tendency to anaemia was notable; in only 
three patients in the whole material did the Hgb per- 
centage exceed 80, while the number of erythrocytes 
was above 4.5 mill. in only one. In 5 of the patients 
the index exceeded unity. The material shows a distinct 
tendency to leukopenia, as well as to thrombopenia. 
The blood picture shows several features character- 
istic of liver cirrhosis, but nothing can be found 
which would separate group A from the remainder. 
As for the thrombocytes, however, the investigation 
was very incomplete, particularly in group A. The de- 
termination was made only in case 1, and the observed 
value was the lowest in the whole material. 


Although the serum protein concentration in group 
A is on an average somewhat lower (6.3 per cent) 
than in groups B (7.3 per cent) and C (7.4 per cent), 
the difference is in no way clear, particularly as the 
value in group A was obtained only from 2 patients. 
However, group A shows a more distinct difference 
from the remaining material, if attention is paid to 
changes in the serum protein fractions. In group A, 
the average serum albumin/globulin ratio (only two 
patients) was 0.35, in group B the corresponding 


value was 0.90, and in group C 1.17 


The prothrombin content of plasma was not deter- 


mined in the patients of group A. In cases 4+ and 8 it 
was 40 per cent and 76 per cent, respectively. 

Enlarged veins in the lower part of the oesophagus 
could be observed roentgenologically in cases 1, 4, 10, 
15, 17 and 18. In cases 5 and 11 the X-ray finding was 
negative. Haemorrhoids occurred in cases 4, 5, 16 
and 17. 


In the following, a detailed description is given of 
cases 1, 2 and 3; in these patients a fatal gastro-intes- 
tinal haemorrhage occurred which at the autopsy was 
found to be diffuse. 


Case 1. Male, 44 years, building worker. Case history No. 
3844/50. Family history for liver affections and haemor 
rhagic predisposition was negative. Since his youth, the pa- 
tient had taken alcohol abundantly. The physical condition 
has been good, and he had pursued e.g. wrestling and boxing. 
During the last six years the patient could only be regarded 
definitely as an aleoholic. The general condition deteriorated 
progressively during this period. At the age of 41 the pa- 
tient suffered from pleuropneumonia, with a slow recovery. 
He wis admitted to the hospital at the age of 42. The pat. 
was at times confused, in delirium. He suffered from swelling 
of the abdomen, diarrhoea, occasional vomiting, and’ slight 
temperature. The physical examination of the abdomen sug- 
gested an ascites. Spider telangiectasiae were to be seen in 
the skin. The thenar and the hypothenar were livid, the nails 
biconcave. The stool contained occult blood. The urobilinogen 
and urobilin in urine were increased. Hgb 43 percent; Er 2.3 
mill.; leukocytes 5700; nothing special in the differential 
count; thromboeytes 69,000; 12mm/1_ hr.; Meulen- 
gracht 1:10, Takata +44-+; Stolte’s mereurie chloride num 
ber 1.02 ml (4 thymol test 0.63 ext. (4); alkaline phos- 
phatase 6 Fo. units; total serum protein 6.1 per cent, al- 
bumin 3.1 per cent, giobulin 3.0 per cent; formolgel from 
serum—in 12 hrs, An X-ray examination of the gall bladder 
with radio-opaque contrast suggested liver cirrhosis, as no 
contrast medium was secreted to the bladder (14). An ascites 
puncture gave 2.25 litres of transudate typical of liver cir- 
rhosis. After the puncture it could be observed that the liver 
and the spleen were distinetly larger than normal; even the 
spleen could be clearly palpated. The histological examina- 
tion of a liver biopsy taken through a puncture suggested an 
atypical liver cirrhosis which bad developed on the basis of 
a ‘*Speicherung.’’ The gastro-intestinal bleeding was at- 
tributed to the roentgenologically demonstrable enlarged 
veins in the lower part of the oesophagus, as no cause for 
the bleeding could be found elsewhere. The bleeding time was 
5 min. and the coagulation time 5 min. 30 see. The condition 
was diagnosed as: Chronie aleoholism. Liver cirrhosis. At the 
beginning the patient was treated, in addition to rest and 
general treatment, with transfusions and penicillin (the pat. 
suffered also from an infection in the respiratory tract) 
and all the time with a diet rich in protein and with the B- 
vitamines. His condition improved rapidly, ascites could no 
longer be observed, and improvement was noticed in the 
liver function tests based on protein changes. After having 
left the hospital the pat. abstained from alcohol for six 
months. He then began drinking again, when epistaxis started 
to occur, and also vomiting, with traces of blood. He was 
admitted again because of severe haematemesis and melaena, 
being slightly in shoek, The blood pressure was 130/90 mm 
Hg after having been 160/90 mm Hg during the previous 
sojourn in the hospital. There was an anaemia of Hgb at 54 
per cent and leukopenia, which had oceurred also during the 
first stay: leukocytes 1,600, There was also thrombopenia: 
thromb. 51,000, The bleeding time was 1 min. 45 see. and 
coagulation time 5 min. 30 see. Ascites was not to be ob- 
served. The bilirubin values of blood were normal. Takata’s 
test—(checked twice); Stolte’s mereurie chloride number 
1.35 ml. (4 thymol test (0.14 ext. (—); zine sulphate test 
0.35 ext. ).Alkaline phosphatase 3 Fo. units, Non-protein 
nitrogen 28 mg. per cent. Total serum protein 6.3 per cent 
(albumin 3.9 per cent, globulin 2.4 per cent). An electro 
phoretic examination gave the following values: total serum 
protein 7.11 per cent, alb. 3.9 per cent, eglob. 0.42 per cent, 
B-glob. 0.81 per cent, y-glob, 1.94 per cent. The formolgel 
test from serum was negative. After having left the hospital 
in an improved condition the pat. went on drinking as be- 
fore. Approximately a year later he was again admitted to 
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the hospital because of haematemesis, temperature and for 
petechial bleedings in the skin of the extremities. The 
spleen could be palpated 5 cm. below the costal arch and 
the liver 3 em, below the arch. Hgb 71 per cent, Er, 3.9 mill., 
Leuk. 2,300 (Eos. 2.5 per cent, Bas. 1 per cent, Neutr. 
staff cells 4 per cent, Neutr. segm. 59 per cent, Ly. 31 
per cent, Mon, 2.5 per cent), thrombocytes 11,700, Bleeding 
time 2 min. 55 sec., coagulation time 9 min. The patient be- 
came more icteric during his stay in the hospital. 5 days later 
he vomited dark, coagulated blood. A fault in the mechan- 
ism of the coagulation of blood was suspected, and the co- 
agel retraction time was determined, but it was found to 
be normal (8 min.), although the fibrinogen content of the 
blood was subnormal (fibrin 0.12 per cent). Meulengracht was 
1:110, Takata’s test +++, Stolte’s mercuric chloride num- 
ber 6.88 ml. (+), thymol test 0.42 ext. (+), zine sulphate 
test 0.90 ext. (+), alkaline phosphatase 5 Fo. units. The total 
protein in serum was 5.51 per cent (alb. 1.55 per cent, 
glob. 3.96 per cent). The formolgel test from serum was + 
in 45 min. The non-protein nitrogen was 51 mg per cent. 
Hence, the liver lesion had again considerably aggravated. 
A few hours after the previous haematemesis there occurred 
again profuse haematemesis and malaena, The patient was 
given a transfusion of 800 mL, and he recovered from the 
shock. However, the haematemesis soon recurred, and = in 
connection with it the patient died. Because the spleen did 
not undergo any reduction in size during the bleeding, a 
lienal thrombosis is considered unlikely as a cause of the 
haemorrhage. Post mortem (performed by V. Ritama, M.D.). 
Abnormal findings: The mucosa of the respiratory tract was 
very hyperaemic. Several varicose veins were observed in the 
lower part of the oesophagus, but not even the smallest site 
of bleeding was found. There was no fluid in the abdomen. 
The gut was partly adherent. The peritoneum was through- 
out more fibrotic than usual. The liver weighed 1430 g. Its 
entire surface was nodular and uneven, The section surface 
showed pronounced fibrosis and yellow tissue islands. Mi- 
croscopically the liver was in a state of advanced cirrhosis. 
The gallbladder and the biliary ducts showed nothing unusual. 
The spleen weighed 1200°g. A partial thrombosis of the 
vena lienalis was observed, The stomach was large and con- 
tained great amounts of fluid blood, its mucosa was haemor- 
rhagic in the corpus, but lighter in colour in the pylorie part. 
The mucosa of the duodenum was also haemorrhagically in- 
filtrated all over. Haemorrhagic areas in the mucosa were 
observed also lower down in the ileum and in the colon, The 
other parts of the intestinal mucosa looked lighter than usual 
and apparently fibrotic. Microscopically the mucosa of the 
small intestine was formed by hyaline connective tissue, In 
the outer layers of the muscularis and particularly in the 
subserosa, there was an intense, diffuse inflammatory cellu- 
lar infiltration, Great inflammatory vascular changes oe- 
eurred in all layers of the wall. There were also perivascular 
granulocyte infiltrates and fibrinoid necrosis of the wall. 
Similar changes were observable also in samples taken from 
the wall of the stomach and of the large intestine. 


Autopsy diagnosis: Cirrhosis hepatis t. Laennec, Thrombosis 
v. lienalis Hyperplasia lienis. Fibrosis intestini. Icterus. Pete- 
chiae cutis. Gastroenterocolitis partim haemorrhagical.Varices 
oesophagi. 


Case 2. Male, 56 years, insurance agent. Case history No. 
3423/51. In addition to the findings reported in Table I: Fam- 
ily history negative for liver and blood diseases. First time 
ill at the age of 46, when a duodenal ulcer was suspected. 
Before this, he had been a heavy drinker for several years. 
Although he stopped drinking because of the dyspeptic 
symptoms, his general condition did not improve, During the 
ensuing years he had 5 or 6 attacks of pneumonia. At the 
age of 56 he began to suffer from recurrent diarrhoea, The 
patient lost weight and the abdomen began to swell. On ad- 
mission to the hospital he was slightly icteric, Meulengracht 
1:10, with increased urobilinogen and urobilin in the urine. 
The gallbladder was not visible in the X-ray examination, thus 
suggesting liver cirrhosis. Three litres of transudate typical 
of liver cirrhosis were obtained through an ascites puncture. 
The smooth liver could be palpated, extending 3 em below 
the costal arch. Table I shows the results of the liver funetion 
tests and the protein changes. As the total protein was 7.10 
per cent, alb. 1.53, glob. 5.57 per cent, the diagnosis, Cir- 
rhosis hepatis, was evident. The patient was treated, in addi- 
tion to rest and general treatment, with a diet rich in pro- 
teins, ‘‘Merck’s’’ methionine aureomycin and B-vitamine. 
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The condition of the patient improved rapidly; jaundice, 
swelling of the legs and ascites disappeared. The patient felt 
well and went home against the advice of the physician. 
After 3 weeks at home haematemesis began to appear and 
the abdomen swelled again, After an absence of a month 
from the hospital he had a severe attack of haematemesis 
and was brought to the clinic in a deep shock, The blood 
pressure was 80/35 mm Hg after having been 130/90 mm Hg 
previously, Before a transfusion could be given, the patient 
died. Post mortem (performed by V. Ritama, M.D.). Abnormal 
findings: The mucosa of the respiratory tract was hyper- 
aemic. The mucosa of the oesophagus was reddish and sev- 
eral erosions could be seen in its lower part. Only a few en- 
larged veins were to be found, and no bleeding from them 
could be observed. The abdominal cavity contained 1 - 2 litres 
of slightly haemorrhagic fluid. The peritoneum was diffusely 
red, and there were no adhesions, The weight of the liver 
was 1300 g. Its surface was throughout nodular, the nodes 
being of the size of a bean or smaller. Some of them were 
yellowish, others greenish yellow. The section surface showed, 
in addition to the nodular structure, many streaks of fibrous 
tissue. Microscopically the hepatie tissue represented nodu- 
lar cirrhosis, with fatty degeneration and round cell infil- 
tration in the connective tissue. The gallbladder and the biliary 
duets had a normal appearance. The weight of the spleen 
was 600 g. The thickness of the wall of the stomach was 
usual. Its mucosa was entirely gelatinous and diffusely in- 4 
filtrated with haemorrhage. The duodenum and the jejunum 7 
excepted, the mucosa of the entire gut down to the rectum © 
was also haemorrhagically infiltrated. Microscopically the 7 
mucosa and the submucosa of the oesophagus were sclerotic : 
and the veins were quite engorged and their walls also selero- 7 
tized. There was diffuse, fairly marked cellular infiltration © 
in the gastrie mucosa. There also occurred diffuse cellular 7 
proliferation in the intestinal mucosa, signs of degeneration ~ 
in the muscularis and slight, superficial cellular infiltration © 
in the fat. 


Autopsy diagnosis: Cirrhosis hepatis t. Laennee, Hyperplasia ~ 
lienis. Oesophagitis erosiva, Venectasiae mucosae oesophagi. 
Gastritis et enteritis haemorrhagica diffusa, Adhaeiso pleurae 
1. dx. Tub, inactiva apicis pulm. dx. 


Case 3. Male, 65 years, agronomist. Case history No. 
3741/51. The family healthy, the patient himself had been 
always healthy. He had lived a regular life. The capacity 
for work had been good until the day of admission, except 
for some slight fatigue which had appeared a few weeks be- 
fore the admission, During this time the appetite had fallen 
off and the patient had suffered from increasing thirst. At 
home the patient experienced an acute attack of fainting © 
and at the same time, dark, bloody stool was excreted. When 
the patient recovered consciousness he began vomiting blood. 
He did not feel any kind of pain either in the stomach or 
elsewhere. He was brought to the hospital where nothing © 
pathological could be observed exeept for severe symptoms 
of shock. There was no jaundice, and the size of the liver 7 
appeared normal as did also that of the spleen. There was 
no tenderness in the abdomen, and no abnormal resistances 
could be felt. The haematemesis recurred before blood was 
obtained from transfusion centre, and the patient died. 
Table I shows the blood picture as taken before the death. 
Post mortem (performed by V. Ritama, M.D.). Abnormal 
findings: The entire mucosa of the respiratory tract shows a 
distinet, diffuse haemorrhagic inflammation, The detaching of 
the oesophagus was more difficult than usual and the sur- 
rounding tissue appeared fibrotic. The mucosa of the oesopha- 
gus was diffusely haemorrhagic and quite red. Similar mu- 
cosal changes continued in the stomach and intestine, down 
to the rectum. The gastric mucosa was thiekened and coarse, 
appearing granular. The less red areas had a dirty eolour 
and were slightly greenish. In the pylorie region both on the 
side of the stomach and of the duodenum, there were some 
small rimmed ulcerations. The wall of the stomach appeared 
slightly thickened. The serosa of the gut was congested with 
blood. Microscopically the museularis propria and particular 
ly the muscularis mucosae appeared degenerated. The sub- 
mucosa was fibrotic and its fibres hyalinized. Obvious hyaline 
changes could be observed in the blood vessels, Hyalinization 
occurred also in the mucosa, The mucosa was rich in ceils 
and there occurred some lymphoid nodes surrounded by hya- 
line tissue. The mucosa of the large gut was covered by an 
obviously bloody mass. The connective tissue in the super- 
ficial parts of the mucosa and particularly in the submucosa 
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was hyalinized. The weight of the liver was 1700 g. Its entire 
surface was nodular. Some few of the nodes were of the size 
of a cherry, but the majority were ag small as peas. A cor 
responding structure was observed in the cut surface, its 
colour being unusually greyish yellow. The consistency of 
the liver was very solid. The wall of the gall bladder was 
slightly thickened, but otherwise it showed a normal appear 
ance, as did the biliary ducts. The spleen weighed 190 g. 

Autopsy diagnosis: Cirrhosis hepatis t. Laennec, Inflammatio 
haemmorhagica mucosae oesophagi, ventriculi, intestini et tr 
respiratorii. Sanguis in ventriculi et intestini, Uleera pylori. 
Arteriosclerosis. Nephropathia levis, Hyperplasia lenis. 


Summary of the patients of group A as described 
above: In addition to the findings presented in Table | 
and discussed in connection with it, the clinical picture 
and the autopsy of the above three patients showed 
marked similarity. Death occurred as an immediate 
consequence of an acute, large gastro-intestinal haemor- 
rhage, haematemesis and melaena. In all these patients, 
liver cirrhosis of Laennec’s type was observed. The 
bleeding was found to be caused in every case by an 
extensive haemorrhage inflammation which might 
cover almost whole the gastro-intestinal mucosa. No 
local bleeding from the varicose veins of the gastro- 
intestinal tract could be observed. In the microscopical 
examination, the pathologist paid special attention to 
hyaline, necrotic inflammation and vascular changes in 
the gastro-intestinal mucosa, which changes, however, 
also extended into other lavers in the wall. The mu- 
cosa of the respiratory tract was also affected. 


DIscuSSION 


As presented above diffuse haemorrhage from the 
gastro-intestinal mucosa in connection with liver cir- 
rhosis is known as a cause of haematemesis and me- 
laena may be more common than is generally thought. 
Similar bleeding was observed in three of 19 liver cir- 
rhosis patients during the period of observation (in 
3 of 6 cases examined post mortem). It must be also 
noted that only fatal bleedings came under observation, 
while the cause of less profuse haemorrhages remained 
unexplained. As regards the treatment of the patient, 
this would mean that e.g. local surgical therapeutic 
measures for the treatment of the varices in the lower 
part of the oesophagus would lose their significance 
in the control of haematemesis. 


As for the etiology of the bleeding in these cases of 
liver cirrhosis, the possible role of several factors has 
to be considered. An increased pressure in the portal 
circulation is a factor pointed out by e.g. Alvarez (8) 
and Hanssen (9) as a cause of diffuse haemorrhage. 
When judging the role of this factor attention has to 
be paid to the fact that in females gastro-intestinal haem- 
orrhage—and evidently also diffuse bleeding—occurs 
more rarely than i men in connection with liver cir- 
thosis. This sex predisposition is interpreted as de- 
pending on an anatomical difference in the anastomos- 
ing parts of the portal circulation. It may be figured 
that in woman the well developed venous plexus of 
the genitals and its connections with the veins of the 
plexus haemorrhoidalis facilitate the connection be- 
tween the portal circulation and the general circulation. 
Thus, the increased pressure in the portal circulation 
in liver cirrhosis would perhaps be more easily alle- 
viated in women than in men, and hence the former 
would not so easily be afflicted with gastro-intestinal 
haemorrhage. 

A lesion of the capillaries is considered as having 
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a central position among the immediate causes of dif- 
fuse haemorrhage. It has been demonstrated (15) 
that the capillary changes, e.g. spider telangiectasiae 
in the skin are a typical symptom of liver cirrhosis. 
Quite close to this stands the assumption that in cases 
of diffuse bleeding these capillary changes, which 
also otherwise occur in liver cirrhosis, are more severe 
and thus would cause a haemorrhage at such a site 
where the pressure is high, in this case in the portal 
circulation. This hypothesis is supported by the obser- 
vation of marked changes particularly in the small 
vessels and capillaries of the mucosa of the gastro- 
intestinal tract (necrotizing inflammation, hyaliniza- 
tion, sclerosis) which was found in all those patients 
who died in diffuse gastro-intestinal haemorrhage. A 
general capillary lesion is supported by the appear- 
ance of petechial bleedings on the skin of one of these 
patients just before the fatal haemorrhage, for the 
coagulation mechanism had not been much disturbed 
in him. 

Diifuse bleeding, as haemorrhagic diathesis in gen- 
eral, is also caused in liver cirrhosis patients by dis- 
turbances which are known to occur in the mechanism 
of the coagulation of blood. Hypoprothrombinaemia, 
low fibrinogen content and thrombopenia are typical 
symptoms of this disease. 


Attention must be paid also to the finding men- 
tioned above that among those three patients who died 
in a diffuse haemorrhage, two (no determination was 
made on the third) showed a very low alb./glob. ratio, 
0.4 and 0.3. Perhaps also this factor has something 
to do with the haemorrhagic diathesis. It is known 
that it increases transudation from capillaries (16). 
This finding indicates at least that the degree of the 
hepatic lesion has been very severe in these cases, 
since the protein balance had been so gravely dis- 
turbed. The same conclusion is supported by the au- 
topsy findings. It seems that diffuse bleeding is as- 
sociated with the most severe lesions of the liver. 

SUMMARY 

Of 19 cases of liver cirrhosis of Laennec’s type, 
three died of haematemesis and melaena. In these three 
patients, the post mortem examination revealed a dif- 
fuse haemorrhage from the wall of the gastro-intes- 
tinal tract. No bleeding had occurred from the vari- 
cose veins of the lower part of the oesophagus or from 
corresponding formations in other parts of the gastro- 
intestinal tract. The results of the study are consider- 
ed to suggest that such a diffuse gastro-intestinal 
haemorrhage is more common than generally thought 
in connection with liver cirrhosis. It is indicated that 
this possibility must be seriously considered, e.g. when 
planning local therapeutic measures for varicose veins 
of the lower part of the oesophagus, for stopping 
haematemesis. 


It is suggested that among the factors predisposing 
to diffuse bleeding, the great changes of the capillaries 
which could be observed in all the examined+cases in 
the wall of the gastro-intestinal tract—and for whose 
presence there was also indication in other situations— 
have an important role, in addition to the well known 
disturbances in the mechanism of the coagulation of 
blood as associated with liver cirrhosis. In two of the 
examined patients a very low albumin/globulin ratio 
was discovered before the fatal haemorrhage. This 
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finding is regarded as indicating an unusually severe 
lesion of the liver, an assumption confirmed by the 
post mortem examination. It is also pointed out that 
all the patients with a diffuse haemorrhage were male. 
It is suggested that in the female, anastomoses between 
the portal circulation and the systemic circulation may 
be performed more easily in the area of the plexus 
haemorrhoidalis, and thus, an elevated portal pressure 
might more easily be alleviated. 
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GRANULOMA INGUINALE ASSOCIATED WITH HEPATO-SPLENO- 
MEGALY AND DIFFUSE PULMONARY INFILTRATION 


Eunice Lascue* Epwarp S. McCapse,** 


RANULOMA inguinale was first described as a 
clinical entity by Conyers and Daniels (1) in 
1896. Subsequently many case reports from various 
parts of the world described its occurrence as a chron- 
ic disease of apparently low grade contagiousness whose 
manifestations consisted of granulomatous lesions af- 
fecting usually but not always the genitalia or sites 
in the neighborhood of the genitals. Fox (2) in a review 
of 150 cases in the United States found occurrence of 
the lesions in sites distant from the genitalia area in 
9%. In 1905 Donovan (3) found the characteristic 
intracellular bodies in smears made from the lesions. 
These “Donovan bodies” which are present within 
the cytoplasm of the large mononuclear cells have been 
shown to be gram negative plump rods with polar 
bodies. Recently Anderson (4) has cultured them on 
the yolk sac of the chick embryo; she subsequently 
classified them as bacteria and gave them the name of 
Donovania granulomatis (5). Immunologically, they 
are similar to Friedlander bacillus (6) and a polysac- 
charide has been identified that gives a positive intra- 
dermal test. 
The following is the report of a case of granuloma 
inguinale complicated by hepatomegaly, splenomegaly 
and diffuse pulmonary infiltration of uncertain origin. 
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Philadelphia, Pa. 
Case Report 


A 25 year old, colored female was admitted to the 
Venereal Disease Service of the Philadelphia General 
Hospital with the chief complaint of burning, soreness 
and uiceration in the anal region. Approximately two 
and a half weeks previous to admission the patient 
noted pain in the anal area aggravated by bowel move- 
ments and ulceration in this area followed in several 
days, accompanied by constipation. She stated she had 
felt “feverish” on several occasions during the past 
one or two months and had noted some night sweats 
and anorexia. One month previous to admission she 
had a “cold” lasting one week. Systemic review was 
otherwise negative except for dysuria of two weeks 
duration. Past medical history consisted of typhoid 
fever ten years ago and one normal delivery four years 
ago. She was a native of South Carolina and her occu- 
pation was that of a coat trimmer. On physical exam- 
ination the patient was a well developed, well nour- 
ished, young colored woman. Her temperature ranged 
between 98° to 100° the first two weeks of hospital- 
ization and thereafter was normal. Blood pressure 
was normal. The right tonsillar area was markedly 
inflamed, while white mucoid patches were present on 
the left tonsil. Lymphadenopathy consisted of an en- 
larged right posterior cervical node and bilateral soft, 
mobile, tender inguinal nodes. The heart was normal. 
A few rhonchi were heard in the left base on auscul- 
tation of the lungs. The liver was enlarged with the 
lower border palpated at a point halfway tc the um- 
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bilicus and the spleen was hard, non-tender and extend- 
ed three finger breadths below the costal cage. 


On the right labium majorum was a small round 
ulcerated area with an indurated slightly raised margin 
and red base with mucopurulent material exuding from 
it. In the perianal area was a similar but larger area and 
two smaller areas of beginning ulceration were noted 
on the right buttock. 


The initial laboratory findings were: hemoglobin 
10.2 gm.; Leucocytes 5,100 with neutrophils 70 
per cent, lymphocytes 10, monocytes 16, eosinophiles 4; 
sickling preparation was negative; urine (non-cathet- 
erized specimen) showed specific gravity of 1.020, 
trace of protein and 30-35 white cells per HPF. Blood 
serology was negative. Blood urea nitrogen was 12 
mgm. per 100 cc. Serum protein was 8.7 gm., albumin 
4.3 gm. and globulin 4.4 gm. Cephalin flocculation was 
negative, thymol flocculation + plus and thymol 
turbidity 5.3 units. The phosphorous was 3.5 mgm. 
and the alkaline phosphatase 2.25 Bodansky units. 
I:xamination of the urine for Bence-Jones protein was 
negative and sivol examination revealed no ova or 
parasites. Bromsulfathalein test showed 8.2% retention 
of the dye in 30 min. Bleeding time was 30 seconds 
and coagulation time 4+ min. Cold agglutinins titre was 
1:40 and five days later was negative. Three sputum 
smears and smear of the anal lesions were negative 
for acid fast bacilli. Tissue culture of the anal lesions 
and throat culture revealed only non-specific organisms. 
Sedimentation rate was 33 mm. per hour. Bone mar- 
row study revealed only slight myeloid hyperplasia. 
PPD'’s No. 1 and 2 were negative as were skin tests 
for blastomycosis, coccidiomycosis, histoplasmosis and 
the Ducrei test. The Frei test was in the doubtful 
range—exhibiting a 7 mm. papule. 


A Iiopsy of the perianal lesion was done five days 
after admission and the pathological report described 
pseudoepitheliomatous hyperplasia with area of ul- 
ceration and granulomatous infiltration to the deep 
corium ; the infiltration consisting of polymorphonuclear 
neutrophiles, histiocytes, plasma cells and fibroblasts. 
In the cytoplasm of the histiocytes were many small 
inclusion bodies which appeared to be Donovan bodies. 


The patient received aureomycin, 500 mgm. 4q.i.d. 
for 7 days after which she left against advice with the 
perianal lesions improved but not completely healed, 
although the pain disappeared within twenty-four to 
seventy-two hours after initiation of therapy. Three 
week ‘ater she was readmitted for liver biopsy. At this 
time she was afebrile and asymptomatic. Hepatosplen- 
omegaly was still present, there were large tender nodes 
in right axilla and small shotty nodes in left axilla and 
a large tender left inguinal node. The perianal lesions 
covered a 3 cm. diameter area anterior to anus with 
red graulating base. Hemoglobin was 12.2 grams, Leu- 
cocytes 3,200 with 50 per cent neutrophils, 20 per cent 
lymphocytes, 18 per cent monocytes and 2 per cent 
eosinophils. Chest x-ray was unchanged. Complement 
fixation for lymphopathia venereum was negative. 


Liver biopsy revealed the presence of granulomatous 
lesions compatible with sarcoidosis but other granulo- 
matous conditions could not be ruled out. The patient 
was discharged on aureomycin therapy. 


GRANULOMA INGUINALE 


Discussion 


There are many facets to this case. The perianal 
lesions were those of granuloma inguinale. On aureo- 
mycin therapy the patient's symptoms improved with- 
in twenty-four to seventy-two hours and 50% clearing 
occurred by the 6th day. A relapse occurred probably 
because she did not continue therapy and a month 
later a full course, ie., 20 gins. aureomycin was re- 
ceived with good result. A combined chloromycetin- 
aureomycin course would probably have been prefer- 
able in this case since, on the basis of serial biopsies, 
chloromycetin seems to cause disappearance of the 
Donovan bodies within forty-eight hours, while aureo- 
mycin requires three to five days and_ streptomycin 
requires somewhat longer. (7). A minimum course 
would be 500 mgm. of chloromycetin q. 6 hours for ten 
days followed by a similar course of aureomycin, With 
this therapy the relapse rate should be less than 10%, 
although, if lesions are of longer duration than one 
vear, the dose should be doubled. 


When a faint friction rub in the aortic area was 
heard and the electrocardiographic changes—as ST 
segment elevation in lead AVL with subsequent T 
wave changes—were seen the possibility of lympho- 
pathia venereum virus being the etiological agent was 
considered. Recently this virus has been isolated from 
a supraclavicular node in a case of benign pericarditis 
(8) and it has been shown to cause a virus pneumoni- 
tis. It is to be recalled that the patient had evidence 
of an upper respiratory infection approximately one 
month previous to admission. The Frei test was doubt- 
ful, however, and a later complement fixation test was 
negative. 


Pulmonary keloid formation is a possibility to be 
considered since the chest x-ray showed interstitial 
fibrosis and no mediastinal adenopathy. This occurs 
in so-called fibroplastic diathesis and is probably 
familial. Precipitating causes may be trauma, infection, 
tension, endocrine and perhaps racial factors (10). 
Some colored patients may react to virus pneumonitis 
with exaggerated growth giving rise to the picture of 
pulmonary fibrositis (10). 


In view of the fact that a liver biopsy showed chronic 
granulomatous lesions compatible with sarcoid, the 
possibility arises that Donovan bodies may have served 
as the antigen if an allergic immunity mechanism is 
the background of sarcoidosis. One explanation for a 
certain percentage of cases of sarcoid dying of tuber- 
culosis may be that such patients with x-ray evidence 
of lesions indistinguishable from acid fast, are often 
placed in contact with patients having acute lesions 
and, thus possessing no immunization, have a good 
chance to contract tuberculosis. A recent study of 226 
cases of sarcoidosis in Army personnel reveals that 
the majority came from the seaboard states of Virginia 
to Texas and from rural areas and suggests that lack 
of exposure to acid fast bacilli or an endemic etiological 
agent may be responsible for the epidemiology of this 
disease (12). It seems more than coincidence that the 
geographical belt for the maximum number of cases 
of granuloma inguinale is similar to that of sarcoid. 


Cases of involvement of myocardium and_pericar- 
dium by sarcoid, although rare, have been reported 
(13). The electrocardiographic changes suggestive of 
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a localized area of pericarditis suggest the possibility 
of such an occurrence in this patient. 

Visceral dissemination of granuloma inguinale is 
unusual but not unknown. Pund and Gotcher (13) re- 
port the involvement of uterus, tubes and ovaries by 
apparently lymphogenous spread from an initial lesion 
on the cervix. Bone lesions have been reported by 
various authors (14,15,16), while Greenblatt (17) 
describes involvement of the bowel. Such instances 
were often associated with fever, malaise, weight loss 
and reversal of the A/G ratio (15,16). Since this pa- 
tient had pain on defecation, the possibility of bowel 
involvement—perhaps on basis of sexual perversion— 
arises and could through lymphogenous or hemato- 
genous dissemination result in lesions in the liver 
and spleen. 


SUMMARY 


A case of granuloma inguinale superimposed on ap- 
parently a visceral sarcoidosis has been reported. The 
degree of hepato-splenomegaly was considerable, pul- 
monary pathology was present, and myocardial in- 
volvement suspected. Factors in the epidemiology that 
modify sarcoid development or might possibly give 
rise to that type reaction from Donovan bodies are 
emphasized and discussed. 

Addendum: 

The patient, R. S., was examined 6/14/52 and found 
to be healed completely. However, the skin was pink, 
depigmented and somewhat friable when she is wear- 
ing a pad at time of menses. In a communication from 
Dr. Greenblatt, he felt the intradermal test was of 
more value when negative as in some conditions, such 
as sarcoid, there was a false positive. He did not feel 
that there was am increased number of sarcoid-like 
lesions accompanying his cases of granuloma in- 
guinale but felt a more critical review was indicated. 
There has heen one report on the polysaccharide of 
the Friedlanders bacillus capsule inhibiting the mul- 
tiplication of viruses and perhaps modifying individual 
resistance to infection. 
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AMEBIC GRANULOMA OF THE COLON 


Wittiam A, Sopeman, M. D., F.A.C.P. anp Paut R. EncGie, M. D., New Orleans, La. 


MEBIC granuloma, or ameboma, is an infrequent 
complication of amebiasis. It is important chiefly 
because it must be differentiated from other more com- 
mon lesions requiring radically different therapies. 
Some of the diagnostic and therapeutic problems are il- 
lustrated in the following selected case summaries. 
Case Reports 

Case 1. In 1943, R. J., a colored male, 54 years of 
age, a barrelmaker by trade, entered the Outpatient 
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Service of Charity Hospital complaining of “piles and 
constipation.”” He had first noted pain on defecation 
and some streaks of blood on the feces three years 
prior to admission. Intermittent constipation develop- 
ed. He was told he had “blind piles” and treated with 
laxatives and ointments applied locally to the anus. 
Later constipation had become more severe and the 
stools smaller in caliber and at times flat and ribbon- 
like. Along with this, in the six weeks before admission 
he had noted a 20 pound weight loss. Appetite had be- 
come poor and just prior to admission diarrhea ap- 
peared. 

Physical examination disclosed evidence of recent 
weight loss. The blood pressure was 164/100, pulse 
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72/minute, and oral temperature 984° F,. The only 
localizing findings of importance were in the rectal 
area. Digital rectal examination revealed a firm annular 
mass, located anteriorly and laterally 6 cm. from the 
anus. It seemed to protrude about 1 cm. into the lumen. 
Sigmoidoscopy showed a narrowing of the rectal lumen 
at approximately the same level. It was firm with the 
mucosa drawn unevenly over it. Just above this area an 
ulceration 2 cm. in diameter, covered by a dirty yel- 
lowish exudate and with raised margins, was seen, It 
bled easily with trauma. The constricting :mass just 
below the ulcer and the ulcer itself were both biopsied 
and the changes of amebic colitis were demonstrated. 
A barium enema showed a filling defect compatible 
with the sigmoidoscopic findings. Repetition of sig- 
moidoscopy showed several more adjacent ulcers con- 
taining E. histolytica. Diodoquin, 3 tablets three times 
a day for 20 days, was given and the patient returned 
to his home in an outlying parish. 


Follow-up examinations up to eight months later 
revealed complete healing of the areas described. 


Case 2. L. L.., a white male farmer, 32 years of age, 
felt well until four days before admission on March 5, 
1949, when he noted mild constant upper abdominal 
pain. On the day of admission the pain shifted to the 
right lower quadrant. 

Physical examination revealed tenderness and mild 
rigidity in the right lower quadrant. A fullness was 
felt in the area but no definite mass could be outlined. 
The total white blood count was 10,500, of which 65 
per cent were neutrophiles. Because the symptoms 
could have been caused by retrocecal appendicitis, lap- 
arotomy was done the evening of admission. The ap- 
pendix appeared normal but a firm mass about 5 cm. 
by 5 cm. was palpated in the cecum. The abdomen was 
closed without further operation. Studies of the stools 
were then repeated on four occasions and no abnor- 
malities were noted. A barium enema, done after two 
weeks, revealed an irregularity of the cecum suggest- 
ing some instrinsic infiltration, The patient was then 
placed on emetine, 65 mg. hypodermically once daily 
for ten days. A follow-up barium enema failed to re- 
veal the constant defect previously observed. Two 
weeks later a second laparotomy was performed and 
the mass, previously found, had disappeared. No evi- 
dence of any colonic disturbance was noted. A Meck- 
el’s diverticulum and the appendix were removed. Re- 
covery Was uneventful. 

A follow-up examination at two and a half months 
was negative. 

Case 3. A white male, 47 vears of age, entered the 
clinic stating that for two months he had suffered with 
vague abdominal distress associated on several occa- 
sions with the passage of frequent mushy stools in 
which he had seen some dark red mucus. He had lost 
5 pounds in weight. General examination, including 
digital rectal examination, had disclosed nothing in- 
formative. Stools showed E. histolytica cysts. Treat- 
ment was recommended and the patient ‘sent to the 
Tulane Tropical Medicine Clinic for further examina- 
tion and follow-up. In our routine sigmoidoscopic in- 
vestigation we noted, coming from above the instru- 
ment, some yellowish material which was aspirated for 
microscopic examination. The bowel mucosa appeared 
normal. Microscopic study disclosed in the yellowish 
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material considerable mucus containing many poly- 
morphonuclear leukocytes. Such a finding is unusual in 
amebiasis so that another type of lesion, somewhere 
above the reach of the sigmoidoscope, was suspected. 
Barium enema disclosed a defect in the splenic flexure 
suggestive of carcinoma, a diagnosis later proved at 
operation. 


DIscuSSION 


Amebic granuloma is a granulomatous mass pro- 
duced by an extensive tissue reaction characterized by 
great edema and swelling of the bowel wall. In the 
mucosa there are associated ulcerative lesions contain- 
ing much necrotic tissue. Abscesses may be scattered 
through the mass. In some instances the bowel wall has 
reached the astounding thickness of 22 em. (1). Con- 
versely, some times when amebic lesions are viewed 
proctoscopically, the early stages of these changes can 
be seen in which the iminor degrees of imacroscopic 
thickening and edema are hardly worthy of the name 
amebic granuloma. The localization of the lesions in the 
colon appears to be influenced by stasis, for they are 
found most frequently in the cecum, the flexures, and 
the rectum. They have been found on the anus as well 
(2). Commonly other portions of the colon show little 
or no involvement, so that the circumscribed inflamma- 
tory reaction, resulting in definitely palpable or de- 
monstrable masses or tumors, produces a definite 
clinical entity which, by the involvement of the bowel 
wall and by the encroachment on the lumen, causes 
disturbances of motility and function expressed clin- 
ically in a number of ways. 

Microscopically the lesions have been described (1) 
as showing infiltrations with round cells, eosinophiles, 
and plasma cells, with focal collections of lymphocytes. 
Large amounts of edematous fibrous tissue have been 
found in the submucosa along with areas of destruction 
in the muscularis and submucosa. Amebae are in evi- 
dence. The fact that a history of long-standing amebic 
disease frequently precedes the development of granu- 
Joma has led some (3) to believe that repeated inva- 
sions by the amebae are important in the causation of 
amebic granuloma. Bacterial infection has been found 
and in some patients (4) has been prominent in some 
areas. The importance of the secondary infection in 
the development of amebic granuloma has not been 
clearly evaluated, but probably the resulting fibrosis, 
distortion, and adhesions contribute to the etiology. 

The three case summaries given above illustrate 
some of the problems in the recognition and treatment 
of amebic granulomas of the colon. In Patient 1, for 
example, the change in bowel habits, blood streaking 
of the feces, the passage of ribbon-like stools, and the 
finding of a firm rectal mass strongly suggested car- 
cinoma and demonstrate the well known similarity of 
some of the clinical features of ameboma to those of 
carcinoma. This particular history also shows that 
the chronicity of the lesions, the loss of weight, ob- 
structive phenomena, the appearance of the lesion sig- 
moidoscopically and by x-ray may be the same in both 
conditions. Typically, the mass is firm and hard, de- 
scribed at times as “like cartilage.” The associated ul- 
ceration, characterized by raised overhanging irregu- 
lar margins, the tendency to bleed, and the gray to 
yellowish exudate simulate the findings in the fungat- 
ing lesion of carcinoma. In this patient, biopsy, taken 
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to prove the malignant nature of the lesion, showed 
instead the granulomatous changes of ameboma and 
the presence of E. histolytica, Patient 1 demonstrates 
very clearly the importance of considering amebic 
granuloma, along with other granulomatous lesions, in 
the differential diagnosis of such tumefactions, espe- 
cially when they occur in areas where amebic infection 
is common. 

When these lesions occur in the rectum or sigmoid 
colon, where they may be inspected and biopsied, di- 
agnosis is simplified. However, when they are placed 
elsewhere, diagnosis is more difficult. As illustrated by 
our Patient 2, when the lesion is located in the cecal 
area, even though it is inspected at laparotomy, the 
amebic etiology is difficult to establish. The difficulty is, 
of course, enhanced when examination is limited to 
palpation and barium enema, unless! a sufficiently long 
segment of bowel is involved to question the probabili- 
ty of maligyancy by extent alone. In our experience 
the majority of the patients who have presented this 
differential diagnostic problem have had malignancy 
rather than ameboma, as happened in Patient 3, but 
the events in Patient 2 demonstrate the importance of 
always considering non-malignant disease. 

Such diagnostic difficulties emphasize the importance 
of collateral data,—a history of diarrhea, previously 
demonstrated amebiasis, and the presence of organ- 
isms in the stools. There may be no history of diar- 
rhea, dysentery or previously diagnosed amebiasis. 
Our Patients 1 and 2 illustrate this point. Patient 1 
had had no diarrhea but rather a recent history of 
constipation until diarrhea appeared just before ad- 
mission. The symptom was late in his illness. Patient 
2 felt entirely well until four days before admission 
and developed no diarrhea at all. These cases are simi- 
lar to two reported by Donald and Brown (5), one of 
whom had no change in bowel habits and no bloody 
stools. The other complained only of several semisolid 
stools daily, at times with blood, for three weeks before 
seeing his physician. Thus the lesion should be sus- 
pected not only in those having a previous history or 
present symptoms suggesting active amebic dysentery 
but in all tumor masses in the colon. Low-grade amebi- 
asis, clinically speaking, may lay the groundwork for 
eae gag in the absence of a history suggesting ame- 
iasis. 


Important in diagnosis is the search for amebae in 
aspirates and biopsies from ulcers and masses within 
the reach of the sigmoidoscope and, when the lesion 
is higher up, in the stools. Often amebae are not found 
because they are not sought. However, the literature 
contains a number of isolated case reports describing 
failure to demonstrate amebae in stools even after pro- 
longed and diligent search. In many of these the lesions 
were later proved to be amebic granulomas or respond- 
ed favorably to emetine therapy. Our Patient 2 is of 
this type. Amebae were not found in the stools although 
deliberately sought. However, in order to rule out 
amebic granuloma, emetine was given for ten days. 
At the second laparotomy the mass previously found 
was no longer present. Howells had the same experi- 
ence (2) with one of his patients in whom the lesion 
was easily accessible. In one of Runyan and Herrick’s 
patients (6) stools were repeatedly negative and ame- 
bae were found only after a long series of examina- 
tions. Gunn and Howard's Patient 1 (1) had had 
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amebiasis, twice proved by stool examination in the 
previou® twelve years, but at the time amebic granu- 
loma was suspected sigmoidoscopy and the examination 
of four formed ard three liquid stools after purge dis 
closed no amebae. Previous to, and even during, opera- 
tion it was impossible to rule out a malignant nature 
of the growth. Later, further prolonged search dis- 
closed amebae in the stools. Such findings indicate that 
the failure to demonstrate amebae is not always ascrib- 
able to the well known general inadequacy of one or 
several stool examinations in the diagnosis of non-dys- 
enteric amebiasis. 

It has been suggested that the sparseness of the 
amebae in the stools of some of these patients is due to 
the localized nature of the infection and the deep 
seated residence of the amebae in the tumor. This may 
be true when other lesions are absent or minor. But 
this difficulty has occurred in patients (1,2,5) in whom 
large open ulcers were present. 

The importance of the demonstration of F. /istolytica 
in the stools of patients with inaccessible lesions is ob 
vious. Their presence does not prove, but does suggest, 
that amebiasis is the cause of the symptoms. The ab- 


sence of organisms in the examined stools by no means | 


rules out amebic granuloma as a diagnostic possibility, 


as shown by our Patient 2. In that imstance the com- @ 


plement fixation test might have been helpful. If posi- 
tive, it would have been, like the positive stool, ev1 


dence of amebiasis and a further bit of data against § 


the coincidental clearing, under emetine, of an inflam 
matory mass upon some other etiologic basis. 

On the other hand, the mere finding of E. histolytica 
in the stools of these patients is not pathognomonic of 
amebic granuloma. Our Patient 3 had amebic infection 
and carcinoma as well. The tumefaction was malignant. 
Morgan (7) has reported similar cases. In areas where 
amebic infection is quite common, ameboma and other 


manifestations of amebiasis are more frequent, but it” 


is also true that amebiasis is often found in patients 
having other common types of disease, such as malig 
nancy. For example, we have seen a number of pa- 
tients with viral hepatitis whose stools were positive 
for E. histolytica. Likewise, we have seen a number of 
patients with intestinal tumors, beyond the reach of 
the sigmoidoscope and biopsy, in whom the finding 
of FE. histolytica in the stools raised the question of 
amebic granuloma. In Patient 3 the differentiation 
was made upon the type of exudate found at. sig- 
moidoscopy. Unfortunately, this is not always possible 
and then a course of emetine, followed by repetition 
of the barium enema and palpation of the mass, 1s 
necessary. If there is no regression of the lesion, un- 
complicated amebic disease cannot be considered as 
the cause of the tumefaction. 

3ecause of the many difficulties in the diagnosis of 
amebic granuloma, recourse to emetine as a therapeutic 
test is frequent. This procedure was followed in Pa- 
tient 2. The literature is replete with such examples. 
Generally, in the absence of complicating factors, such 
a procedure is successful and regression of the lesion 
prompt. In our Patient 2 the barium enema after com- 
pletion of a ten day course of emetine failed to reveal 
the defect previously observed, and two weeks later 
at laparotomy no signs of the mass could be found. 
The response is not always this prompt. In one of 
Howells’ patients (2) the mass was located in the anus 
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where it was available for inspection. It began to re- 
gress rapidly after the fifth injection of emetine and 
was reduced to half its original size on the tenth day 
of treatment. In three weeks healing was almost com- 
plete and a month later there was no remaining evi- 
dence of disease. The effects of treatment were closely 
followed in Cropper’s patient (8) who had an easily 
palpable lesion about three and a half inches in di- 
ameter at the hepatic flexure. On the ninth day of 
treatment the lesion was reduced to the size of a hazel- 
nut and had become hard and non-tender. In the fourth 
week the barium enema, which previously had shown 
an obstructive lesion gave a normal picture. The reac- 
tion to treatment may depend to some degree upon the 
duration of the illness, the degree of secondary in- 
fection, and the amount of fibrosis. These factors, and 
others of importance in treatment, are discussed fur- 
ther below. Prompt response to therapy, with regres- 
sion of lesions, is sound clinical evidence of the ame- 
hic nature of the tumefactions. The absence of such a 
response indicates either that the lesion is not amebic 
or that a complicating reaction accompanies an amebic 
lesion which requires some other, often surgical, form 
f ireatment. 

At present the drug of choice in the treatment of 
amebic granuloma is emetine. The standard course 
consists of 1 mg./Kg. body weight subcutaneously, 
once daily, not to exceed 65 mg. daily, for ten days. 
The prompt efficacy of emetine in acute amebic ulcera- 
tion is well known ard such lesions, for example in 
Patient 1, frequently are a part of the picture of ame- 
bic granuloma. The promptness of the action of em- 
etine is exemplified by the results in Patient 2 and 
the case reports from the literature given above. 


Although emetine has a prompt effect on ulcerative 
lesions and usually produces a dramatic amelioration 
of symptoms, it is a poor amebacide and, therefore, it 
is a standard policy to follow its exhibition with that 
of other drugs known to be more effective in this re- 
spect. In our Patient 1, Diodoquin was used with ap- 
parent success. Hummel (9) reported a similar suc- 
cess in a patient who harbored, along with an amebic 
granuloma, Balantidium coli. All the ulcers and the 
granuloma disappeared in ten days and a large irregu- 
lar scar was seen at the site of the former tumor, One 
of Ochsner and DeBakey’s patients (3), treated with 
Diodoquin, developed evidences of intestinal obstruc- 
tion necessitating surgical intervention. They com- 
mented on the ineffectiveness of the treatment and on 
the possible precipitation of symptoms by amebacides 
which produce irritation of the intestine and increased 
peristalsis. They felt that the absence of such action by 
emetine made it the drug of choice. The fact remains 
that emetine is generally considered the drug of choice, 
and the place of other amebacides is still to be evalu- 
ated. They require further study, especially in lesions 
so located that they may be inspected and so placed 
that there is no danger from obstruction if irritation 
occurs. The evidence that secondary bacterial infection 
may play a part in the production of amebic granuloma 
brings up the question of the place of certain antibi- 
otics, such as Aureomycin and Terramycin, known to 
be effective in acute amebic dysentery (10), in the 
treatment. The authors have thus far seen no reports 
on the use of antibiotics for amebic granuloma. 


At times surgical intervention is necessary. It is 
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needed if, following the use of emetine, permanent 
cicatricial deformities appear and advance sufficiently 
to interfere with bowel function. Such deformities may 
be present before drug treatment is instituted and be 
responsible for part of the presenting symptomatology. 
When this is true, drug therapy may effect only par- 
tial relief. One of Gunn and Howard's patients (1) was 
of this type. He showed by x-ray study a lesion near 
the splenic flexure. Antiamebic treatment gave partial 
relief but symptoms recurred. A firm mass, amebic in 
origin, was found in the splenic flexure, with attach- 
ments by old adhesions to the stomach, spleen, and 
abdominal wall. These mechanical attachments requir- 
ed operation for relief. As already mentioned, one of 
Ochsner and DeBakey’s patients had a lesion so plac- 
ed that obstructive symptoms were precipitated by 
drug therapy, necessitating surgical intervention. 

The three case histories presented in this report il- 
lustrate only some of the problems presented by pa- 
tients with ameboma. Depending upon the location, 
size, and reaction in the tumor, clinical pictures due 
to disturbed intestinal motility and function occur and 
pose other therapeutic problems. To the point are the 
case reports of Reddy and Rangam (4). These pa- 
tients presented clinical pictures of acute surgical 
emergencies on the basis of intussusception. The tume- 
factions responsible for the obstructive symptoms were 
removed and found to be amebic granulomas. 

In patients displaying acute obstructive symptoms, 
surgical relief is urgent. Without immediate or pre- 
ceding antiamebic therapy, mortality figures are very 
high (3,4). Ideally, if operation is contemplated, ad- 
ministration of amebacides should precede the surgical 
procedure to prevent spread of the amebic infection 
into areas of the surgical wound (3). Much concern 
is expressed in some reports because of the danger of 
emetine to the heart and tissues generally in debilitated 
patients who need such operations. However, data 
generally indicate (11) that the hazard of the doses of 
emetine required for such preparation is far less than 
the danger of omitting the drug. 


SUMMARY AND CONCLUSIONS 


1. Three cases are reported which illustrate some 
of the problems in the recognition and treatment. of 
amebic granuloma of the colon. The well known diag- 
nostic confusion with malignancy is emphasized. 


2. Evaluation of collateral data—a history of diar- 
rhea or the presence of organisms in the stools—in- 
dicates that amebic granuloma may be present without 
these supporting findings. However, when present, 
they lend weight to the diagnosis. 


3. Amebic infection and colonic carcinoma may oc- 
cur together. A therapeutic test with emetine may be 
necessary to help in the differentiation. If there is no 
regression of the lesion, uncomplicated amebic disease 
should be discarded as the cause of the tumefaction. 
Either the lesion is not amebic or else a complicating 
reaction accompanies an amebic lesion and requires 
some other, often surgical, form of treatment. 

4+. The standard medical therapy for amebic granu- 
loma is emetine. The use of other amebacides is dis- 
cussed. Important circumstances in which surgical in- 
tervention is required are illustrated. 
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ABSTRACTS ON NUTRITION 


Derses, V. J. AND Littie, E. J.: Gastrointestinal 
allergy. Amer. Pract. and Dig. Treat., 3, 7, July 
1952, 555-561. 


The authors show that severe abdominal pain, rep- 
resenting intestinal allergy, may follow the parenteral 
administration of some substance to which the individu- 
al is sensitive, such as horse serum. A valuable descrip- 
tion is also given of the gastro-intestinal manifesta- 
tions in the Henoch-Schoenlein purpura, in which the 
allergin is presumably the streptococcus. The authors 
suggest that acute hemorrhagic pancreatitis may be a 
fulminating type of allergic reaction. The x-ray ap- 
pearances of the small gut in food allergy are illus- 
trated but a proper note of caution is given to the ef- 
fect that similar small-gut appearances may result from 
deficiencies. Whether angioneurotic edema is properly 
an allergic disease is open to question but that it can 
seriously affect the gut is well known. The elimination 
diets and the food diaries are still our best means of 
determining the offensive food. Benadryl sometimes is 
valuable in some cases of vague abdominal cramping. 


Very severe cases of gastro-intestinal allergy will re- | 


spond to A.C.T.H. 


Cuakravarti, H. S.: Studies on plasma protein 
in malnutrition with special reference to nutri- 
tional edema. Calcutta Med. J., 49, 4, April 1952, 
146-153. 


Of 37 cases of malnutrition, total plasma protein was 
low in 84 percent, and albumin in 95 percent. Globulin 
was within normal limits in the majority of cases. 
Edema was present in 27 cases, and its degree was 
proportionate to the degree of hypoproteinemia. No 
“critical level” in the plasma protein was found. On 
treatment, edema disappeared with the rise in plasma 
protein. Protein food was the sheet anchor in treat- 
ment. Two out of 5 cases who had plasma protein 
levels below 4 gin. percent died, and in these cases 
hypoproteinemia could not be corrected by any: treat- 
ment, since irreversible liver damage adversely. affect- 
ed the fabrication of new plasma protein. 


Danowsk1, T. S., Hurr, S. J., Ernarp, L. H., 
Price, M., Brown, M., Wirtu, P. anp STEVEN- 
son, S. S.: Protein-bound iodine levels in normal 
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and diabetic children. Am. J. 
5-10. 


Dis. Child., 84, 1, 


As a result of the examination of 64 normal children, 
aged 6 through 18 years, standards for protein-bound 
iodine were established. The level averaged 4.7 + 0.8 
gamma per 100 ml. This mean value was not influenc- 
ed by sex or by normal variations in physique. The 
value of this standard is in helping to determine the 
degree of thyroid function in children. In a comparable 
number of children being treated for diabetes mellitus, 
the mean value for protein-bound iodine was found to 
be statistically indistinguishable, 5.1 + 1.0 gamma per 
100 ml. In the oldest diabetic children low values were 
found, and this was thought to be due to discharge of 
adrenal cortex steroids secondary to ketosis or hypo- 
glycemia. (Incidentally, there appeared to be a propor- 
tionate relationship between the lowness of the iodine 
values with lower intelligence quotients ). 


Moses, C., Ruopves, G. L., Leatnam, E. anp 
“GEORGE, R. S.: Effect of cholesterol feeding during 
pregnancy on blood cholesterol levels and placental 
wascular lesions. Circulation, VI, I, July 1952, 
103-105. 


The changes in total serum cholesterol, cholesterol 
esters, lipid phosphorus cholesterol-lipid _phos- 
phorus ratios were followed from the 5th month of 
pregnancy in 35 young women receiving a normal in- 
stitutional diet and in 30 women receiving the same 
diet plus 2 grams of cholesterol daily supplied in faney 
chocolate candy. No discernible rise in any of these 
lipid fractions occurred in the cholesterol-fed group 
over those noted in the normally fed group. Thus, no 
increase in serum cholesterol or in vascular lesions of 
the placenta were induced. It thus seems fallacious to 
attribute changes in serum cholesterol levels to moder- 
ate increase in the dietary intake of cholesterol. 


KvuratsunE, M.: Experiment on low nutrition 
with raw vegetables. Kyushu Memoirs of Med. 
Sei., 2, No. 1-2, June 1951, 41-52. 


The author and his wife placed themselves on dras- 
tically reduced diets consisting solely of raw vegetables, 
then examined the consequent physiological changes. 
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There was from 14-18 percent loss of body weight. The 
basal metabolism decreased markedly, and the pulse 
rate fell to about 40 per minute. No anemia occurred 
so long as the vegetables were taken raw and _ the 
hemoglobin, plasma protein and a/g ratio increased. 
Work efficiency increased. Anemia and edema occurred 
when the vegetables were cooked. The anemia was 
cured by raw vegetables and the edema by vitamins 
The bactericidal power of the blood decreased during 
the period of cooked vegetables but was restored by 
resumption of raw vegetables. While the author ex- 
perienced annoying fatigue, depression, enfeeblement, 
chilliness and insomnia, he was able to do his work 
and believes that he could subsist on a drastically re- 
duced diet and work, provided the vegetables were 
eaten raw. 


Mivra, T.: On the quantity of vitamin C (re- 
duced form) in the urine of exophthalmic goiters, 
and an improved quantitative method of vitamin 
C determination with photoelectric colorimeter. 
Med. J. of Osaka Univ., 4, No. 1, Dee. 1951, 17-26. 


It is generally accepted that in hypermetabolism, vi- 
tamins are largely consumed in the body and their ex- 
cretion is diminished. The excretion of reduced ascorbic 
acid in the urine diminishes when metabolism is in- 
creased. The present experiments indicate that when 
thyroxin is injected subcutaneously in animals, or when 
thyroxin formation is promoted by iodine therapy 
in case of exophthalmic goiter, vitamin C is excreted 
largely not in the oxidized form but in the reduced 
jorm. An improved method for estimation of reduced 
ascorbic acid in urine and blood serum is presented. 


Saint, E. G. ann Mackay, M. A.: Studies in 
chronic alcoholism, 11. A social study of chronic 
alcoholism. Med. J. Australia, May 31, 1952, 734- 
738. 


The etiology of alcoholism was found to be a highly 
complex problem which did not lend itself to general- 
ization. It is a disorder of behavior occurring in re- 
sponse to a variable pattern of psychiatric, social and 
even occupational factors. Only 4+ out of 78 patients 
were of the “professional” class. Half were in the social 
group of “unskilled workers.”” About half the patients 
had been brought up in unhappy or broken homes. 
Almost two-thirds of those carefully studied were emo- 
tionally immature, unstable, slightly mentally defec- 
tive, or manifestly psychoneurotic. Only a minority 
achieved a satisfactory marriage adjustment. Few pa- 
tients had any active extra-occupational interests or 
hobbies. 


JosKke, R. A. anp Turner, C. N.: Studies in 
chronic alcoholism: 1. The clinical findings in 
78 cases of chronic alcoholism. Med. J. Australia, 
May 31, 1952, 729-734. j 


The symptoms and signs observed in chronic alcohol- 
ism were extremely variable, involving nearly the 
whole field of clinical medicine. The pathological basis 
in most cases was malnutrition and its sequelae. The 
presenting symptoms in order of frequency were—he- 
matemesis, ataxia, abdominal pain, jaundice, psychotic 
episodes ana abdominal swelling. Abdominal pain was 
the most frequent symptom, followed by morning vom- 
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iting, hematemesis, manifestations of peripheral neur- 
itis, jaundice and swelling of the abdomen. Examina- 
tion showed widespread manifestations of deficiency 
disease, neglect and local sepsis. Peripheral neuritis 
was present in 33 cases; encephalopathies in 31 cases; 
and nutritional hepatitis in 51 cases. Gastritis and lung 
disease also were frequent. Most patients were below 
average weight. In most cases the diets were grossly 
inadequate and conformed to a definite pattern——no 
breakfast, very little lunch, meat and vegetables at 
dinner, and a dislike for sweet foods and puddings. 


Saint, E. G., Joskr, R. A., Mackay, M. A. AND 
CurNeER, C. N.: Studies in chronic alcoholism, 
IV’. Treatment and management. Med. J. Austra- 
lia, May 31, 1952, 742-746. 


Experience in the management of 75 patients with 
chronic alcoholism has shown that the long-term re- 
sults of treatment are far, from satisfactory. Chronic 
alcoholism underlies an unSuspectedly large percentage 
of illness. The authors feel that practically all the 
pathological features of chronic alcoholism are due to 
an associated malnutrition, and this applies particular- 
ly to hepatitis, cirrhosis and peripheral neuritis. Gastri- 
tis and peptic ulcer are as commonly the causes of mas- 
sive hemorrhage as is portal hypertension. The high 
protein diet with plenty of milk, and the use of sup- 
plementary vitamins of the B-complex seem to be ade- 
quate treatment, the milk providing sufficient choline 
and methionine. A high percentage of alcoholics are 
psychological variants, and this is why abstinence is so 
nearly impossible. Not one of their patients became 
completely abstinent. Antabuse has a value in a very 
small percentage of cases. Alcoholics Anonymous led 
to abstinence in only one case in seven. Probably spe- 
cial institutions should be created to take care of the 
unregenerate alcoholic. The authors found that in 
cases in whom nutritional restitution was possible, and 
in whom the lesions of cirrhosis were not irreversible, 
that continued drinking was consistent with fair health 
so long as the nutritional intake was maintained. The 
article does not go into detail with respect to delirium 
tremens, nor does it mention Korsakoff’s syndrome. 


FeinMAN, E. L., Suarp, J. AND WILKINSON, 
J. F.: Observations on the behavior of erythro- 
blasts cultured in normal and “pernicious anemia” 
sera. Brit. M. J., July 5, 1952, 14-18. 


Megaloblastic bone marrow from cases of pernicious 
anemia has been cultured in media containing perni- 
cious anemia and normal sera respectively. When in- 
cubated for 48 hours in media containing normal 
serum, the decrease in numbers of pre-erythroblasts 
and megaloblasts is significantly greater than when the 
media contains pernicious anemia serum. There is no 
evidence that this difference is due to an inhibitory 
factor in pernicious anemia serum. é 


Dickstein, B., Wo_man, I. J., Tan, C., SLAUGH- 
rer, B., Butson, H. anp CoHEN, R.: Intravenous 
iron therapy in iron-deficiency anemia of infancy 
and childhood. Am. J. Dis. Child., 84, 1, July 1952, 
52-63. 


In 80 infants and children with anemia resulting from 
iron deficiency, good therapeutic results were obtained 
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when saccharated iron oxide in calculated dosage was 
given intravenously. The hemoglobin values were re- 
stored completely and rapidly in nearly every instance. 
Of 198 intravenous injections, only 21 were followed 
by reactions—usually fewer, but none of the reactions 
were any more severe than might occur following blood 
transfusion. The method may be used when oral iron 
is ineffective or not tolerated. A simplified formula 
for calculating the mg. of iron deficit is—body weight 
in Ibs. X (16.5-1.3 X present hemoglobin level in 
grams per 100 ml). This deficit is then administered 
in divided doses daily till the calculated amount has 
Leen given. It is well known that giving more than 
enough to make good the deficit is dangerous, as it 
may lead to hemachromatosis. 


Finck, E. S., Dare, B. G., Joske, R. A. anp 


Saint, E. 


G.: Studies in chronic alcoholitm: III 


A NEW ANTI COAGULANT— 
PHENYLINDANDIONE 


This drug (P.1.D.) has been used in France (1) 
for several years and on a small scale in this country 
and Canada (2). Recently I have used this drug on 
fifteen patients suffering from myocardial infarction or 
thrombo-embolism. The sexes were two female to 
one male in distribution and the age group was 40-60 
years. 


The advantage of divided dosage in providing more 
uniform control was seen early and thus the average 
dose per 150 lb. person was based on the following 
schedule: 50 mg. every 8 hours the first day, every 12 
hours the second day and 25 mg. twice a day for main- 
tenance. Variations of twenty percent in this dosage 
would be sufficient to produce the desired effect. There 
was uniformly a fifty percent reduction in the pro- 
thrombin determination within twelve hours. The level 
of prothrombin that was desired was 25-30 percent of 
normal. This was based on the Quick one stage proce- 
dure utilizing rabbit brain Thromboplastin. Once the 
prothrombin time had stabilized it was possible to get 
away with a determination twice weekly. 


There is little evidence for cumulative action as 
all but one patient (hypersensitive) returned to nor- 
mal within 48 hours, thus there seems to be more 
leeway between toxic and therapeutic dose with this 
compound provided a conservative level 25 percent 
prothrombin is adequate clinically. Urinalysis and faecal 
tests for occult blood were carried out every other day 
without finding evidence of bleeding. In addition the 
more prompt action would place phenyl indan dione 
midway between heparin and dicumarol in actiof. 


In reviewing cases previously reported (4) it was 
found that approximately 20 percent are abnormal re- 
actors. 3/5 on the hyper reactor side. This was per- 
haps more so when Tromexan was used instead 
of dicumarol. Indeed two females who were on Trom- 
exan developed abdominal cramps and nausea which 
disappeared and did not return when phenylindan- 
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Laboratory studies. M. J. Australia, May 31, 1952, 
738-742. 


Radiological, biochemical and histological studies 
were made of 78 patients suffering from chronic al- 
coholism. Gastritis was present in a large proportion 
of the cases. Peptic ulcer occurred in five. Gastritis 
was the most common cause of epigastric distress, and 
it was sometimes reversible. Biochemical and_histo- 
logical evidence of nutritional hepatitis was frequent, 
varying from fatty change, which was reversible, to a 
considerable degree of fibrosis, which changed little 
with treatment. Nerve biopsies revealed demyelination 
of peripheral nerves when peripheral neuritis was pres- 
ent clinically. In the 12 who came to autopsy, cirrhosis, 
encephalopathies and infections were the significant 
features. The authors suggest that the various changes 
observed are due to malnutrition and its sequelae. 


dione was substituted. The control was more smooth- 
ly carried out. So the percentage of abnormal reactors 
may be considerably reduced when phenylindandione 
is used although the present experience is small. 


Occasionally a pink urine (5) may be seen which 
is not due to lysed red blood cells but to the formation 
of a sodium phenolate type compound in an alkaline 
urine. The patient should be warned of its chance oc- 
currence and reassured that it is benign. 


There were no other side effects demonstrable. Vi- 
tamin (6) K,, oxide 500 mg. per os raised the prothrom- 
bin level a third in four hours in the hypersensitive 
case but it may have been given at a time when nature 
was about to remedy the amount. Hesperidin and a 
phenothiazine derivative may block any bleeding ten- 
dency if the level is depressed below twenty percent, 
= resorting to Vitamin K preparations or whole 
blood. 


In conclusion I feel phenylindandione is the anti 
coagulant of choice for the above reasons and_ that 
Vitamin K,, oxide is the more specific antidote in 
doses of 500-1000 mg. per os or 100-300 mg. intrave- 
nously. 

Edward S. McCabe, M. D. 


Philadelphia, Pa. 
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CARBOHYDRATE MetTABOLISM. Samuel  Soskin, 
M. D. and Rachmiel Levine, M. D., The Univer- 
sity of Chicago Press, 1952, Chicago, IIl., $8.50. 


Probably no more lucid description of carbohydrate 
metabolism has ever been written than the present 
monograph. It is unusual for a treatise dealing tech- 
nically with the problems of physiology, biochemistry 
and clinical aspects of a subject, to be presented in a 
uniformly interesting yet adequate manner, so that 
physicians who confessedly have forgotten most of 
their biochemistry as well as a good deal of their 
physiology, can pick up the book and read it through 
with absolute fascination as well as profit. The book 
is umque in that no other treatise gathers all the facts 
of sugar metabolism together, relates them to clinical 
problems, as well as giving the reader a new breadth 
of viewpoint with respect to general nutrition, as well 
as tissue-enzyme chemistry. Protein and fat are also 
necessarily described, particularly since all the trinary 
food substances are capable of transformation into 
carbohydrates. 


The concepts of the “final common pathway” and 
the “metabolic pool” are provocative and suggest 
that before too many years, our distinctions among 
fats, protein and carbohydrate will be, from certain 
practical angles, no longer too useful. 


ArMy Mepicat Liprary Catatoc, 1951. The 
Library of Congress, Washington, D. C., 1952, 
$17.50. 


Running to almost 900 pages, the Army Medical 
Library Catalog, 1951, represents the world’s out- 
standing annual list of medical books. In addition to 
listing authors, titles, and subjects, it provides descrip- 
tions of the books, information respecting editions, 
notes which aid in the search for information, as well 
as other material that is useful to medical research 
workers, medical librarians, doctors, and medical stu- 
dents. Each title entry is accompanied by an indication 
of the location of at least one copy of the work—infor- 
mation of special’ value in the case of rare or ex- 
pensive volumes. Medical titles published prior to 
1925, except bibliographies, biographies and materials 
of similar types, are not subject-headed in the Army 
Medical Library, hence the subject list does not con- 
tain some pre-1925 titles included in the author list. 
The volume represents a tremendous amount of work 
and will prove valuable to the profession. 


KWASHIORKOR IN Arrica. J. F. Brock, D. M., 
B_R.C.P. and M. Autret, Dr. Pharm. Columbia 
University Press, 2960 Broadway, New York 27, 
N. Y., 1952, $1.00. 


The present 78 page monograph series No. 8 of 
World Health Organization deals with a subject of 
great and immediate interest in Africa, but also of 
growing interest to the medical world at large, inas- 
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much as kwashiorkor, also known as malignant mal- 
nutrition or infantile pellagra, is likely to teach us 
eventually some very fundamental truths, especially 
with respect to the effects of poor nutrition on the 
liver. The disease is one of infants and young chil- 
dren and it is thought that hepatic cirrhosis later in 
life may be associated with it, and even possibly also 
cancer of the liver. Changes in skin and hair pigmenta- 
tion, edema, and retarded growth, together with fatty 
liver, form the chief manifestations of a disease carrying 
a heavy mortality in the absence of proper dietary 
treatment. Milk protein in the form of skim milk is ap- 
parently a specific remedy. There seems to be a casual 
relationship between the disease and the quality of 
protein consumed, since the disease is unusual among 
peoples who use milk and meat and common among 
those who subsist on plantains and maize. Sugges- 
tions are made for further research. The reference 
list is valuable but by no means complete. 


OpuTHALMIc GLossary. M. R. Goldman, M. D., 
Richard Rimbach Associates, 921 Ridge Ave., 
Pittsburgh, Pa., 1952, $2.50. 


This is said to be the first comprehensive glossary 
of ophthalmological terms. [t should prove particular- 
ly interesting to the internist in helping him, at times, 
to interpret reports received from eye men. 

Recent ApvANCES IN NUTRITION RESEARCH 
(WITH EMPHASIS ON THE NEWER B VITAMINS). 
Nutrition Symposium Series, Number 5. The Na- 
tional Vitamin Foundation, Inc., 150 Broadway, 
New York 38, N. Y., 1952, $1.50. 

The present volume contains a series of nine articles 
dealing with selected aspects of nutrition, particularly 
vitamins, each written by authorities. B. F. Chow 
shows that vitamin B,. after administration is incor- 
porated tenaciously in the cells of the various tissues of 
the body, and that B,. is more likely to be involved 
with carbohydrate or fat metabolism than with pro- 
tein taetabolism. The primary functign of the gastric 
juice appears to be that of combining with vitamin B,. 
in order to delay its passage through the intestinal 
tract. Chow and Davis believe that the intrinsic fac- 
tor of Castle actually combines with vitamin B,,, and 
they have found four naturally-occurring substances 
which are capable of “binding” with B,.. Eventually 
compounds may be discovered with the therapeutic 
properties of the intrinsic factor. 

Axelrod shows that pyridoxine, pantothenic acid, 
and folic acid play a significant role in antibody syn- 
thesis. 

Ralli thinks that pantothenic acid exerts an influence 
on intracellular reactions to stress and that if a propi- 
tious intracellular situation can he obtained it might 
decrease the need for the excessive production of ad- 
renal cortical hormone usually brought about by con- 
ditions of stress. 

The role of B vitamins and various antibiotics in the 
nutrition of the pig is discussed in two different articles. 
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GENERAL ABSTRACTS OF CURRENT LITERATURE 


Scott, R. B., Brown, G. P. anp Kesster, A. D.: 
Diarrhea of the newborn. Report of epidemic and 
results of treatment with streptomycin, Amer. J. 
Dis. Child., 83, 2, Feb. 1952, 192-196. 


An epidemic of nonbacterial diarrhea in a newborn 
nursery is reported. Eleven patients were treated with 
streptomycin orally and intramuscularly and this had 
no apparent effect on the course of the disease. 


ZAMCHECK, N., CHALMERS, T. C., Ritvo, M. AND 
Osporneé, M. P.: Early diagnosis in massive gas- 
trointestinal hemorrhage. ).A.M.A., 148, 7, Feb. 
16, 1952, 504-507. 


Prompt diagnosis of the course of massive upper gas- 
trointestinal hemorrhage is facilitated by the usual 
history and physical and laboratory examinations, aided 
by emergency roentgen examinations. Esophageal vari- 
ces may be recognized by the sulfobromophthalein sodi- 
um liver function test and esophagoscopy and balloon 
tamponade. Early diagnosis of the cause of bleeding ex- 
pedites selection of patients needing surgical interven- 
tion. 


Stuckey, E. S.: Appendicitis in childhood. Med. 
J. Australia, Dec. 15, 1951, 804-813. 


This paper is comprehensive in its scope. One of the 
most challenging remarks made is that “patients with 
peritonitis die from biochemical upset rather than from 
bacterial toxemia.” He apparently refers to fluid  re- 
quirements. His attitude toward operation is somewhat 
less conservative than the usual British attitude. In 
children, “for all practical purposes abdominal pain 


with tenderness indicates appendicitis unless some other, 


diagnosis can be proved.” He thinks acute mesenteric 
lymphadenitis is debatable and such a diagnosis should 
be made only at operation. In all the author’s fatal 
cases (0.3 percent), the appendix was retrocecal, re- 
troileal or pelvic in position. 


Gorvon, Levin, B. AND Wuiteneap, T. P.: 
Estimation of trypsin in duodenal juice. Brit. Med. 
J., Mar. 1, 1952, 463-465. 


The amounts of trypsin in the duodenal juice of 48 
infants and children, including 8 suffering from fibro- 
cystic disease of the pancreas, were determined by a 
method utilizing the gelatin of x-ray film as substrate. 
This method, which has advantages of ease and sim- 
plicity, has been compared with the gelatin method of 
Anderson, as well as with a more accurate casein meth- 
od, and has been shown to be accurate enough for the 
diagnosis of fibrocystic disease of the pancreas. Duodenal 
juice is made up in standard dilutions and a drop from 
each dilution tube is placed on a piece of undeveloped 
Kodak x-ray film. The film is incubated at 37° C for 
30 minutes, then placed in a freezing chamber of a re- 
frigerator for 20 minutes, to harden the gelatin. Then 
the film is washed in tap water. If sufficient trypsin is 
present in any of the drops, a clear, circular, translu- 
cent area is left after the drop is washed off. 
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Nasu, E. C.: 4 comparative study of an antacid 
with and without vitamin C in the treatment of 
peptic ulcer. Am, Pract. & Dig. Treat., 3, 2, Feb. 
1952, 117-120. 


The comparative results of an antacid with and with- 
out additional ascorbic acid in the treatment of 21 cases 
of peptic uicer are presented, the observation period 
ranging from 12 to 30 months. The addition of ascorbic 
acid (900 mg. in the beginning, later reduced to 400 
mg.) was followed by longer remissions and fewer re- 
lapses when compared with a control group without 
ascorbic acid suyplement. No differences in the healing 
time were noted between the two groups. Ascorbic 
acid supplementation should be considered in treating 
peptic ulcer. 


Horton, B. T.: Histaminic cephalgia. Journal 7 
Lancet, Feb. 1952, 92-98. : 


Horton, the discoverer of histamine headache, again ~ 
emphasizes that it is a distinct clinical entity. It is uni- 
lateral and occurs chiefly in males. Out of 3072 patients 
with headache seen by Horton in the past 5 years, 14.5 7 
percent had histaminic cephalgia. The pain is so severe 
and frequent that practically every patient had thought 
of suicide. The attack is of sudden and severe onset but 
individual attacks usually last less than an hour. The 
pain characteristically involves the orbit and temple but 
may spread. Lacrimation and frequently profuse water- 
ing of the eye occur, and are usually associated with red- 
ness and slight edema, as well as rhinorrhea or plugging 
of the nostril and dilatation of the vessels of the painful 
area. Typically, the attacks occur at night. Desensitiza- 
tion with histamine diphosphate usually is successful 
but the procedure sometimes presents difficulties. Corti 
sone may be valuable for short periods in very hyper- 
sensitive cases. 


R. E.: Peritoneoscopy. Northwestern 
Med., 51, 3, Mar. 1952, 207-210. 


In 607 cases subjected to peritoneoscopy the clinical 
diagnosis was correct in 64.1 percent of cases, and ihe 
peritoneoscopic diagnosis in 96.6 percent of cases. On 
the basis of the findings, exploratory laparotomy was 
rendered unnecessary in 29.1 percent. All cases with di- 
agnosis of intra-abdominal carcinoma and all cases where 
exploratory laparotomy is indicated should have the 
benefit of peritoneoscopy before submitting the patient 
to a major operation. Although no deaths occurred as 
a result of the procedure, there were a few complications 
—large bowel perforation 1, air embolism 1, abdominal 
wall hematoma 2, generalized subcutaneous emphysema 


Bicier, J. A.: The celiac syndrome. Illinois Med. 


J., 101, 1, Jan., 1952, 21-27. 


In 6 years at the Children’s Memorial Hospital were 
seen 50 cases of cystic fibrosis of the pancreas, 9 cases 
of celiac disease and 5 cases each of steatorrhea and car- 
bohydrate intolerance. The celiac syndrome can be de- 
fined as a chronic nutritional disturbance due to an in- 
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tolerance to fat, carbohydrate, or both, It is probably 
due to an absence or decrease of pancreatic enzymes or 
to an underlying lack of intestinal absorption. Cystic 
fibrosis, with its pulmonary complications, carries a 
poor prognosis and treatment is discouraging. Children 
with celiac disease, infantile steatorrhea and carbohy- 
drate intolerance are all making good recoveries. In 
celiac disease there is a failure of fat and carbohy- 
drate absorption, but over a period of proper treatment, 
the prognosis is good. A dietary is outlined, Infantile 
steatorrhea is a term applied to infants in the first few 
months of life with foul, greasy stools but normal pan- 
creatic enzymes. Treatment consists of a low fat diet 
or the celiac diet. Carbohydrate intolerance has an early 
onset and the stools contain an excess of starch fibres. 
Indigestion is likely to occur irom dietary starches 
rather than fats. The celiac diet is used. 

GGuarpurkr, P. V.: Diarrhea in children: etiology 

and pathogenesis. Indian Med. Assoc., 4, 

Jan., 1952, 141-144. 

The author emphasizes the importance of nutritional 
and hygienic conditions and points out that, so far, 
bacteriological studies have not furnished an explana- 
tion for neonatal acute diarrheas. The experimental work 
of Pappenheimer and Cheever in 1948 is of importance, 
as it points to a possible viral etiology and it is in this 
line that future etiological studies are likely to prove 
most successful. The importance of dehydration is, of 
course, easily recognizable as a definitely lethal factor. 

Sakamoto, A., M. AND YOSHIKAWA, J.: 
The etiology of hepatitis epidemica, Nagoya J. Med. 
Sci., 14, 2, July 1951, 46-53. 

Young white rats inoculated with blood from a case 
of acute yellow atrophy of the liver and from several 
cases of so-called catarrhal jaundice died, as a rule, 
within one to five weeks. The infection may be trans- 
mitted serially to rats by means of infected rat livers. 
Hepatic lesions show diffuse or localized parenchyma- 
tous degenerations, as well as necrosis or bio-necrosis 
with little change in the interstitium. Jaundice did not 
occur. The spleens showed evidence of infection with 
proliferation of the reticuloendothelium, A virus isolated 
from a case of acute vellow atrophy of the liver was 
found identical with those from so-called cases of catar- 
rhal jaundice, except that the virulence was greater in 
the former. The virus can pass through Chamberland 
[.. and L, filters. Exposure to 100°C for one hour 
exerted little influence on the infectivity of the virus, 
while a 15 pound pressure for 30 minutes destroyed its 
infectivity. The agent remained active for at least 205 

lays n the ice-box 
Brapiey, S. INGeLFINGER, F. J. AND BRADLEY, 
G. P.: Hepatic circulation in cirrhosis of the liver. 
Circulation, V, 3, March 1952, 419-429, 

The hepatic blood flow was estimated by the bromsul- 
ialein method in 39 cirrhotic patients. In 91 normal sub- 
jects hepatic blood flow averaged 1530 ml. per minute, 
and in cirrhotics, hepatic blood flow averaged 1090 ml. 
per minute. In association with this highly significant 
reduction in blood flow, hepatic arteriovenous oxvgen 
difference increased and bromsulfalein extraction fell. 
hese findings indicate that hepatic blood flow tends to 
decrease more than oxidative metabolism of residual 
functional cells, so that relative ischemia and hypoxia 
of active liver tissue develop in cirrhotic disease. 
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Rirsser, J. F. anp Vicas, B.: Gallstone impacted 
in the duodenal cap. Radiology, 58, 3, March 1952, 
401-404. 


The authors from the department of radiology at the 
Henry Ford Hospital, Detroit, present a case in which 
a large gallstone was discovered lying within the duo- 
denal cap. This was well visualized radiographically, 
diagnosed preoperatively and verified by operation. 
Only 4 cases with radiographic illustration of this phe- 
nomenon have been found in the medical literature of 
the world. This is the first case to appear in the Ameri- 
can literature. The stone probably reached the duodenum 
via a cholecysto-enteric fistula. In the x-ray pictures the 
fistulous tract is seen and the gallbladder is filled with 
barium and seen to contain smaller stones. 


Meyer, R. alir-contrast study of the duodenal 
bulb. Radiology, 58, 3, March 1952, 393-400. 


The x-ray demonstration of active duodenal ulcer de- 
pends on the demonstration of the ulcer crater. The ulcer 
crater may be detected by compression, but the bulb may 
he inaccessible to proper compression, as it was in 25 
percent of 1006 upper gastro-intestinal studies. When 
compression is inadequate, air-contrast study is essen- 
tial for detecting the ulcer crater. In 7 of &1 cases of 
active duodenal ulcer, air-contrast study was the only 
means of visualizing the crater. For air-contrast studies 
the right side of the patient is raised off the table to an 
angle of about 45°, permitting air from the stomach to 
go up into the bulb already outlined by a thin coating 
of barium. 


Mannino, P. R. anp WELLMAN, W. E.: Aureo- 
mycin calcium caseinate: a new preparation asso- 
ciated with a low incidence of nausea and vomiting. 
Proc. Staff Meet. Mayo Clinic, 27, 5, Feb. 27, 1952, 
89-93, 


On account of the frequent nausea and vomiting pro- 
duced by aureomycin and terramycin, the authors tried 
out a new preparation—aureomycin calcium caseinate, 
each tablet containing aureomycin calcium caseinate 125 
mg., calcium caseinate 209 mg. and calcium carbonate 
50 mg. (Lederle). Concentrations of aureomycin in 
the serum after the oral administration of this prepara- 
tion are comparable to those obtained with regular 
aureomycin. Of 24 patients treated with the new prep- 
aration, 20 experienced no anorexia, nausea or vomiting, 
1 patient noticed anorexia, 2 patients had nausea, and 
1 patient had both nausea and vomiting. Thus the new 
preparation may now be used as a substitute for regular 
aureomycin in those patients who suffer anorexia, nausea 
and vomiting from the regular aureomycin. 


Courter, EK. B.: Radiation reaction in small bowel. 
Journal-Lancet. Mar. 1952, 133-134. 


A case is presented of a woman who showed changes 
in the small bowel 6 vears after radiation treatment of 
a cancer of the cervix. There had been chronic diarrhea 
for 6 years, terminating in small gut obstruction. At 
operation a stricture was found in the ileum 10 cms. 
proximal to the ileocecal valve. For a distance of 50 
cms. the small gut was thick-walled, telangiectic and ap- 
peared edematous. Resection of this portion of ileum 
cured the chronic diarrhea. In spite of such side effects 
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of irradiation, the author does not feel that they should 
deter the radiologist from administering effective dos- 
ages when treating cancer, 


Berry, R. E. L.: Diagnosis and treatment of acute 
intestinal obstruction. J.A.M.A. 148, 5, Feb., 2, 
1952. ( Reprinted in Alex. Blain Hosp. Bull., 11, 1, 
Feb. 1952-1-17). 


The commonest causes of death in small bowel ob- 
structions are peritonitis and infection. Failure of early 
diagnosis and delayed application of sound therapeutic 
procedure explains the persistently high mortality in 
acute obstruction. The author outlines the differences in 
symptoms between simple and strangulated bowel ob- 
structions. In the latter shock is more pronounced and 
response to. hydration is absent. The scout film is the 
most important laboratory aid in the diagnosis of ob- 
struction. In strangulation, an early distended, closed 
“C-loop”may stand out vividly. Adynamic ileus, vascu- 
lar obstructions and colonic obstructions are described. 
In treatment, water and electrolyte balance are impor- 
tant and immediate operation is necessary in strangulat- 
ed and vascular obstructions. Long-tube decompression 
is the mose effective way of treating distention in ady- 
namic ileus. The administration of spinal anesthesia is 
the most effective method of stimulating peristalsis in pa- 
tients in whom peritonitis is not present and who have 
not properly responded to suction. 


Bian, Avex. II]: The diagnosis and emergency 
management of ruptured spleen. Alex. Blain Hosp. 
Bull. II, 1, Feb. 52, 19-29, 


The force of a fall or blow required to cause rupture of 
the spleen is not of necessity a violent one. In fact, spon- 
taneous rupture may occur following some forgotten 
strain. In 14 percent of cases, obvious signs of intra- 
abdominal bleeding are delayed. Left upper quadrant 
pain, radiating to the left shoulder, local muscular rigid- 
ity and tenderness, shifting dullness in the flanks, in- 
creased density of the splenic shadow in x-ray films and 
elevation of the left leat of the diaphragm are the chief 
findings. A falling red blood cell count and signs of shock 
indicate severe bleeding. Splenectomy, associated with 
blood transfusions is the proper treatment in most cases. 
The mortality is between 15 and 25 percent. Without 
treatment the mortality is almost 100 percent. 


Gross, R. J., Nutt, R. anp Loes, W.: Pseudocyst 
of the pancreas associated with hydrothorax. Am. J. 
Roent., Rad. Therapy and Nuclear Med., 67, 4, 
April 1952, 585-591. 


The case is presented of a Negro male, aged 27, in 
whom a pseudocyst of the pancreas was associated with 
pleural effusion in the left base. The diagnosis of pseudo- 
cyst was made on the basis of x-ray films which showed 
the stomach and colon depressed and shoved forward. 
Pancreatic ferment may have passed through the dia- 
phragmatic lymphatics to the pleural cavity, setting up 
an irritative pleural effusion, or there may have been 
transperitoneal passage of ascitic fluid into the pleural 
cavity at the physiological diaphragm openings. 
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HaereM, A. T.: Blindness following massive gas- 
trointestinal hemorrhage. Ann. Int. Med., 36, 3, 
Mar. 1952, 883-888. 


A case of massive gastrointestinal hemorrhage follow- 
ed by blindness is presented. The exact source of the 
bleeding was not determined. The patient went into 
deep shock, had Cheyne-Stokes repiration and his hemo- 
globin sank to 2.55 gm. Five days after the onset of 
this condition, the patient developed blindness which 
was permanent and characterized by loss of central 
vision. The sudden severe anemia may have caused 
enough damage to the retinal cells to have produced 
permanent blindness. The exact cause of the blindness 
is uncertain, 


CARPENTER, K. P. AND SAnpiForbD, B. R.: Epi- 
demiology of a human case of bacillary dysentery 
due to infection by Shigella Flexneri 103Z. Brit. 
Med. J., Jan. 19, 1952, 142-143. 


The authors describe a case of bacillary dysentery 
due to the rare human pathogen Sh. flexneri 103Z, and © 
were successful in tracing the source to monkeys. This © 
organism is a common cause of dysentery in monkeys. 7 
A monkey in a cage had probably touched an ice cream 7 
cone being eaten at the time by the child who later ~ 
developed the disease. The disease was successfully © 
treated by the use of succinyl-sulphathiazole in 2 six-day % 
courses. 


Munrog, C. A.: Diagnosis and treatment of upper 
gastrointestinal conditions. J. Southern Med. & 7 
Surg., CIII, 2, Feb. 1952, 25-28. Z 
Munroe gives a succinct, active practitioner's view of 
hiatus hernia, peptic ulcer, vagotomy, Banthine, Kutrol, ~ 
Prantal, cardiospasm, gastritis, “gastrogenous diarrhea,” 
arterio-mesenteric occlusion of the duodenum and, final- 
ly, functional complaints of the upper gastro-intestinal 
tract. He does not think the cure of peptic ulcer is yet © 
in our hands, but speaks favorably of the Sippy treat- © 
ment combined with some of the newer remedies. He 
emphasizes the fact that 60 percent of persons com- 
plaining of indigestion are suffering from functional © 
disorders, and that they must be treated intelligently 
and with sympathy and tact since, if cured, they will 
comprise the greatest percentage of our cured patients. 


Beever, J. W. Wirk iin, B. R.: Roentgeno- 
logic findings accompanying carcinoma of the pan- 
creas. Amer. J. Roent., Rad. Ther. and Nuclear 
Med., 67, 4, 1952, April, 576-583. 


Out of 167 cases of cancer of the pancreas, x-ray 
findings were positive in 70 cases (41.9 percent). The 
radiological examination of the stomach and duodenum 
is one of the most useful adjuncts in diagnosis. When a 
cancer of the head of the pancreas invades the first por- 
tion of the duodenum, the x-ray filmis may simulate duo- 
denal ulcer and small operable lesions may invade the 
duodenum as frequently as the large and often inoper- 
able ones. In 9 cases in this series, radical pancreato- 
ducdenectomy was performed and in 8 of these cases, 
X-ray examination of the duodenum gave a positive 
result. Any portion of the duodenum may be invaded 
producing constriction and ulceration. 
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PARKE, DAVIS & COMPANY 
TO OPEN NEW BRANCH 
HEADQUARTERS IN NEW 

YORK CITY AROUND NOV. 1 


New York.—New branch head- 
quarters of Parke, Davis & Com- 
pany, makers of over 1,000 differ- 
ent pharmaceutical products, will 
be opened in the Empire State 
Building here around Noy. 1, it 
was announced recently. 

James H. Murray, branch man- 
ager, said the new headquarters on 
the 79th floor would house sales 
personnel and New York represent- 
atives of the company’s clinical in- 
vestigation department and its over- 
seas division. 

Parke-Davis also recently  dis- 
closed that two new warehouses— 
at Teterboro, N. J., and Menands 
(Albany) N. Y.—would serve 
physicians, hospitals and pharma- 
cists in parts of New York, New 
Jersey, Connecticut, Massachusetts, 
Vermont and Pennsylvania. 

For more than 40 years, Parke- 
Davis has occupied a building at 181 
Hudson St., New York City. Op- 
erations there have topped those of 
the firm’s branches in other U. S. 
cities. 

Murray said the new arrange- 
ment would provide “better and 
faster service to our thousands of 
customers in the New York branch 
territory.” 

The Empire State Building loca- 
tion, Murray said, “will enable 
management to keep in close con- 
tact with pharmaceutical and medi- 
cal circles, and also will provide a 
convenient location for our world- 
wide export activities.” 

All operational functions of the 
warehouse activities will be trans- 
ferred to the new $1,000,000 Teter- 
boro warehouse, Murray said, which 
will have “all the advantages of a 
horizontal stream-lined operation 
with easy access to all points in the 
Greater New York area.” 

About 15 persons will be em- 
ployed in the 2,360-square foot Em- 
pire State Building area, and an- 
other 140 will occupy the Teterboro 
and Menands warehouses, for a to- 
tal of 155 Parke-Davis employees in 
the New York branch. 

Parke-Davis’ home offices and 
laboratories are located in Detroit. 
The 86-year-old firm has branches 
and plants in 26 U. S. and Canadi- 
an cities. Parke-Davis operates 
nine overseas branches has 
others under construction. 
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MEBARAL CONTROLS PRO- 
FUSE SWEATING LINKED 
TO EMOTIONAL DIS- 
TURBANCES 


Mebaral has proved to be highly 
effective in controlling excessive 
sweating associated with  psycho- 
neurotic disorders, according to the 
Journal of the American Medical 
Association (150:28 September 6, 
1952). 

Results of clinical tests with the 
barbiturate are reported by Dr. 
Wilson G. Scanlon of the Silver 
Hill Foundation, a treatment center 
for psychoneurotic conditions in 
New Canaan, Conn. The study was 
conducted with two patients suf- 
fering from severe emotional dis- 
turbances, one of whom was also 
admitted with a convulsive disorder. 

In both cases, Mebaral was suc- 
cessful in halting hyperhidrosis, or 


excessive sweating, when other 
barbiturates failed to do so. Dr. 
Scanlon suggests that the brain 


structure controlling sweating is in 
the diencephalon, and attributes the 
effectiveness of Mebaral to its 
ability to “reduce the activity of 
the diencephalon when the drug is 
employed in an amount below the 
hypnotic or anesthetic level.” Pre- 
vious clinical reports had indicated 
that Mebaral produces more tran- 
quility and less narcosis in anxiety 
states than other sedatives, he notes. 

Dr. Scanlon recommends _ that 
Mebaral be used in cases where 
emotional factors clearly participate 
in producing excessive sweating, 
and particularly when the sweating 
has not diminished with psycho- 
therapy proportion to other 
symptoms. A daily dose of 0.2 to 


0.4 Gm. was found effective and 
did not cause toxic reactions, he 
says. 


Mebaral is supplied by Winthrop- 
Stearns, Inc. 
THE INTERNATIONAL 
ACADEMY OF PROCTOLOGY 
1952 AWARD CONTEST 


The International Academy of 
Proctology takes pleasure in an- 
nouncing its Annual Cash Prize 
and Certificate of Merit Award 
Contest for 1952-1953. The best un- 
published contribution on Proc- 
tology or allied subjects will be 
awarded $100.00 and a Certificate 
of Merit. Certificates will be award- 
ed also to physicians whose en- 
tries are deemed of unusual merit. 


This competition is open to all 
physicians in all countries, whether 
or not affiliated with the Interna- 
tional Academy of Proctology. The 
winning contributions will be select- 
ed by a board of impartial judges, 
and all decisions are final. 

The formal award of the First 
Prize, and a presentation of other 
Certificates, will be made at the 
Annual Convention Dinner Dance 
of the International Academy of 
Proctology in May of 1953. 

The International Academy of 
Proctology reserves the exclusive 
right to publish all contributions in 
its official publication, “The Ameri- 
can Journal of Proctology and Gas- 
troenterology.”” 

All entries are limited to 5,000 
words, must be typewritten in 
English, and submitted in five 
copies. All entries must be receiv- 
ed no later than the first day of 
April, 1953. Entries should be ad- 
dressed to the International Acad- 
emy of Proctology, 43-55 Kissena 
Blvd., Flushing 55, New York. 


GANTRISIN 


Nutley, N. J.—Gantrisin Pedi- 
atric Suspension is a new, snow- 
white, raspberry-flavored suspen- 
sion of Gantrisin for oral antibac- 


terial therapy in children. Each 
teaspoonful (5 cc) contains 0.5 
Gms of Gantrisin, brand of  sul- 


fisoxazole—the more soluble, single 
sulfonamide (3,4-dimethyl-5-sul- 
fanilamido-isoxazole ). 

recently published report 
(Texas Rep. Biol. & Med. 9:764, 
1951) again confirms the effective- 
ness of Gantrisin in infants and 
children in such clinical conditions 
as tonsillitis, otitis media, pharyngi- 
tis, bronchitis, pneumonia, bacterial 
diarrhea, acute skin infections and 
urinary infections. Because of the 
high solubility of Gantrisin, forcing 
of fluids and concomitant use of 
alkali medication is unnecessary. 
This is an important advantage in 
the treatment of infants and chil- 
dren where fluid administration 
may be difficult. 

The new Gantrisin Pediatric Sus- 
pension is now available in 4-oz. 
and 16-0z. bottles for prescription 
use only, 


pHISOHEX FOUND EFFEC- 

TIVE IN CASES OF INFANT 
IMPETIGO 

The degerming and bacteriostatic 

detergent pHisoHex is an effective 
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treatment and prevention of staph- 
vlococcal infections contracted by 
newborn infants in a hospital nurs- 
ery, according to a paper published 
in The Canadian Medical Associa- 
tion Journal (Vol. 67, No. 3, Sep- 
tember, 1952). 

The report is based on data as- 
sembled in 1950 by Dr. C. D. 
Farquharson and associates in the 
nurseries of the Toronto East Gen- 
eral and Orthopaedic Hospital, Tor- 
onto, Ontario. Observing that staph- 
vlococcal infections represent the 
greatest hazard of the newborn 
nursery, the authors state that re- 
peated epidemics were climaxed by 
an outbreak in the spring of 1950 
during which two of four babies 
died after developing an exfoliative 
skin lesion. 

Therapeutic use of sulfonamides, 
and later antibiotics, proved help- 
ful in controlling the early epidem- 
ics. But with the increasing number 
of strains resistant to these drugs, 
the infections recurred. All other 
reported methods of treating the 
skin, including isolation technique 
and checking of nursing procedures, 
proved unsuccessful, the report ex- 
plains. 

To protect the newborn infants’ 
skin against staphylococci, the in- 
vestigators decided to apply pHiso- 
Hex because the bacteriostatic pow- 
ers of the substance “lasted longer 
on the skin than other agents in 
use.” The routine use of pHisoHex 
as a surgical scrub had already been 
recommended by other institutions, 
it was pointed out. 

Using pHisoHex as the cleansing 
agent, a complete bath was given 
twenty-four hours after delivery 
and then every second day during 
the infant’s hospitalization. Thus a 
continuous film of pHisoHex re- 
mained on the skin. Nurses and ex- 
amining doctors also used the prep- 
aration as three-minute scrubs. 
Four days after the regimen was 
introduced, all seven cases of im- 
petigo in the hospital isolation nurs- 
ery were either cured or discharg- 
ed, the report says. 

In the five month period prior to 
use of pHisoHex, the hospital had 
reported a 6.54 per cent incidence 
of impetigo. The rate declined to 
0.63 per cent at the end of eighteen 
months’ routine application of the 
detergent preparation. 

It was also found that bathing the 
babies with pHisoHex every three 
days, instead of every two days, re- 
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sulted in an outbreak of five new 
cases of impetigo. The cases ceased 
occurring when the two-day bath- 
ing was resumed. In addition to its 
effect on impetigo, pHisoHex also 
brought about a marked decrease in 
non-staphylococcal infections of the 
newborn babies, and a complete halt 
to the sore and abraded hands of 
nurses, caused by frequent serub- 
bing with other agents, the authors 
state. No skin irritation occurred 
during the eighteen months’ use 
that could be attributed to the de- 
tergent. Only one gallon a_ week 
was required for the use of babies, 
nurses and doctors, they add. 

pHisoHex is supplied by Win- 
throp-Stearns Inc. 


PARKE-DAVIS NAMES F. H. 
STIGALE, JR.. MANAGER 
OF PHILADELPHIA BRANCH 
DEPOT 


Philadelphia.—Frederick H. Sti- 
gale, Jr., has been appointed man- 
ager of the Philadelphia branch de- 
pot of Parke, Davis & Company, 
Graydon L. Walker, director of 
U.S. and Canadian sales, announc- 
ed recently. 

Stigale succeeds William H. Bev- 
ington, who has been transferred 
to the Denver branch of the world- 
wide pharmaceutical firm which 
makes more than 1,000 different 
medicinals, 

Born in Westville, N. J., Stigale 
joined Parke-Davis in 1923 at 
Philadelphia. He served in numer- 
ous supervisory and executive po- 
sitions until his appointment as 
assistant depot manager in 1949, 
the position he held until his pres- 
ent assignment. 

Stigale is married, has one son, 
and at present is Grand High Priest 
of the Grand Chapter of the Royal 
Arch Masons in New Jersey. 


VETS WHO LIVE ON “BOR- 
ROWED BLOOD” TO LEAD 
VOLUNTEERS AT CANCO 

PLANT 


Two World War II veterans 
whose lives were saved by blood 
donated by fellow Americans were 
first in line when the Newark ma- 
chine shop of American Can Com- 
pany played host to Newark’s 
American Red Cross bloodmobile. 

Edward Fernandez of 360 Tuck- 
er Avenue, Union, who lost a leg 
when his plane was shot down over 
Germany, received seven pints of 
blood after being wounded. He led 


a group of 130 men and women 
blood donors at the can-manufac- 
turing firm’s shop. 

Another veteran, John Sowa, of 
257 Nesbitt Terrace, Irvington, 
whose life was saved by the eight 
pints of blood he received during 
the North African campaign, was 
next in line. 

An all-out drive is under way to 
enlist the shop’s employees in the 
blood donor campaign, Charles R. 
Thomson, manager of Canco's New- 
ark machine shop, said. Posters 
have been displayed throughout the 
plant at 320 Elizabeth Avenue and 
supervisors are campaigning for 
volunteers in every department. 

“Both Fernandez and Sowa,” Mr. 
Thomson said, “have told fellow- 
employees that they wouldn't be 
here today if it hadn't been for thé 
donated blood they received when 
wounded.” 

Mr. Thomson said he hoped a 
large percentage of the 1,150 ems 
ployees at the machine shop will 
sign up by next Friday. Employees 
will be allowed the necessary timé 
off without loss of pay to donate 
blood during the visit of the mobile 
unit. 


POLIO 


The National Foundation for In= 


fantile Paralysis announces the 
availability of a limited number of 
postdoctoral clinical fellowships in 
physical medicine and rehabilitation 
to candidates who wish to become 
eligible for certification in that fields 

Fellowships will cover a period: 
of one to three years at training, 
centers which have been approved” 
for residencies in physical medicine 
and rehabilitation. Stipends to Fel- 
lows are based on the individual 
need of each applicant. An appro- 
priation of $325,000 in March of 
Dimes funds has been made to 
cover the cost of the program. 

Eligibility requirements include 
United States citizenship, gradua- 
tion from an approved school of 
medicine, completion of at least a 
one-year internship in an approved 
hospital, and a license to practice 
medicine in at least one state. The 
age limit is 40. Selection of candi- 
dates will be made on a competitive 
basis by a Clinical Fellowship Com- 
mittee composed of leaders in the 
field of medicine and professional 
education. 

In addition to these full-term fel- 
lowships, the National Foundation 
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is making available a limited num- 
ber of short-term fellowships to 
physicians who wish to become bet- 
ter acquainted with physical medi- 
cine and rehabilitation as it re- 
lates to their particular specialties. 
Such training is being offered to 
physicians who, in addition to meet- 
ing the other requirements, have 
completed a minimum of one-year 
residency in orthopedics, pediatrics, 
neurology or internal medicine. For 
these fellowships which will cover 
a period of training of three months 
to one year at centers which place 
special emphasis on physical medi- 
cine in relation to the applicant's 
specialty, the National Foundation 
has provided a special appropria- 
tion of $51,050. 

Complete information concerning 
qualifications and applications on 
both types of fellowships may be 
obtained from the Division of Pro- 
fessional Education, the National 
Foundation for Infantile Paralysis, 
120 Broadway, New York 5, N. Y. 


PARKE-DAVIS INTRODUCES 
VERSATILE NEW PROFES- 


SIONAL PHARMACY 
DISPLAY 
Detroit. — new professional 
pharmacy display with unusual 


features of versatility to meet the 
needs of practically any pharmacy 
has been made available by Parke, 
Davis & Company. 

The new display is based on five 
in a series of original oil paintings 
shighlighting milestones in the his- 
tory of pharmacy. Each full-color 
picture has a white border and a 
narrow gold-colored frame. 

The original paintings, commis- 
sioned by Parke-Davis, illustrate in 
meticulous detail the history of 
pharmaceutical practices from be- 
fore recorded history and will con- 
tinue to the present time. They were 
painted by Robert Thom, 37-year- 
old Detroit artists, with an atten- 
tion to historical accuracy never 
before attempted in pharmaceutical 
art. 

The paintings in the new display 
are part of a continuing = series 
scheduled for completion by 1956. 

The new display has an historical 
appeal for all age levels, as well as 
a professional dignity which will 
complement any pharmacy, accord- 
ing to George A. Bender, Parke- 
Davis retail sales promotion man- 
ager. 

Bender explained the display is 


designed for a wide variety of uses. 
With a scroll card, it can be used 
as a professional pharmacy window 
display, or as a background for 
other material. 

Each of the pictures in the dis- 
play, including the scroll card, is 
equipped with a string hanger and 
a double wing-back folding easel 
stand. 

These features make it possible 
for the pictures to be used individu- 
ally as counter displays, as a group 
to decorate blank wall spaces in 
any arrangement desired, or to set 
up as a smaller display to meet 
space needs. 

The display was manutactured 
by the Einson-Freeman Co., Inc., 


Long Island City, New York. 
Pharmacists interested in the dis- 
play should contact their Parke- 


Davis representative, Bender said. 


RESERVE LEGISLATION, 
PROFESSIONAL PANELS 

FEATURED AT MILITARY 
SURGEON'S MEETING 


Reserve officers of the medical 
services of the Army, Navy and 
Air Force will be given complete 
information on all new directives, 
including pending Congressional 
legislation, governing their commis- 
sions, active duty requirements and 
retirement benefits in one of the fea- 
ture presentations of the 59th an- 
nual meeting of the Association of 
Military Surgeons which will be 
held at the Statler Hotel, \Washing- 
ton, D. C., November 17-19, under 
the presidency of Major General 
Harry G. Armstrong, Surgeon 
General of the Air Force. Point 
credits for retirement will be given 
all eligible reserve officers attending 
the scientific session. 

President Truman has been in- 
vited to speak at the traditional 
banquet of the Association on the 
evening of November 19. 

In addition to the “Symposium 
on Reserve Affairs,” during which 
questions of reserve officers will be 
answered by a board of experts, 
separate panels will be conducted 
for physicians, dentists, veterinari- 
ans, and allied scientists. Nurses, 
dieticians, physical therapists and 
occupational therapists will hold a 
joint panel meeting for all female 
officers of the federal services. 

Large delegations of foreign medi- 
cal officers will give an internation- 
al air to the impressive ceremonies 
which are being planned for the 


more than 2,000 members of the 
Association expected to attend this 
meeting. Clinical presentations in 
the scientific program include re- 
ports on the newest advances in 
combat medical services air 
evacuation of the wounded by of- 
ficers who have recently returned 
from Korea. 

The program will include the fol- 
lowing speakers: Louis H. Bauer, 
M. D., President of the American 
Medical Association; Dr. Otto 
Brandhorst, President of the Ameri- 
can Dental Association; Melvin 
Casberg, M. D., Chairman, Armed 
Forces Medical Policy Council; 
Brig. Gen. J, A. McCallam, Presi- 
dent-elect, American Veterinary 
Medicine Association; Rear Ad- 
miral Lamont Pugh, Surgeon Gen- 
eral of the Navy; Isador S. Ravdin, 
M. D., Philadelphia, Pennsylvania ; 
Howard A. Rusk, M. D., New 
York City, New York; Brig. Gen. 
Oscar P. Snyder, Dental Corps, 
USA; Brig. Gen. William L. Wil- 
son, USA, Federal Civil Defense 
Administration. 

TREND TO FROZEN 
ORANGE JUICE 


Frozen orange juice concentrate, 
unknown a few years ago, is now 
used by 28.5 percent of American 
families. Frozen concentrate pur- 
chased during the first half of 1952 
made 26,731,000 gallons of recon- 
stituted juice, or 94 percent more 
than was consumed during the same 
period in 1951. The figures were 
reported — to the Florida Citrus 
Commission by the Market Re- 
search Corporation of America. Con- 
venience, year-round — availability 
and excellent vitamin C retention 
are among the reasons assigned for 
the rapid growth of the new food 
item. 

TIP FROM MARRIAGE 
COUNSELOR 


Dr. Katherine B. Greene, clinical 
psychologist, and marriage coun- 
selor for the Washtenaw, Mich., 
County Circuit Court, is herself 
married and has five children. 
“When our children were small, 
they always were at thetr worst 
when my husband came home tired 
from work,” she told an interviewer 
recently. “So I kept orange juice 
in the refrigerator to raise quickly 
the sugar content of their blood and 
make them pleasant and well be- 
haved.” 


Amer. Jour. Dic. Dis. 
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For prompt and 


complete remission 


in bacterial diarrheas... 


Streptomagma 


Dihydrostreptomycin Sulfate and Pectin 
with Kaolin in Alumina Gel 


@ STREPTOMAGMA combines Dihydro- 


streptomycin, for its potent bacteriostatic 
action, particularly against diarrhea-causing 
coliform organisms; Pectin, for its demulcent 


and hydrophilic effect; Kaolin, for its tremen- 


dous adsorptive power; and Alumina Gel... 
itself a potent adsorptive. . . soothing, protec- 


tive suspending agent. 


Dosage: Children, 1-2 teaspoonfuls t.i.d. 
Adults, 4 teaspoonfuls t.i.d. 


Supplied: Bottles of 3 fluidounces. 
* Trademark 
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W. A. EARL NAMED TO 
PARKE-DAVIS PERSONNEL 
POSITION 


Detroit—-Appointment of W. Al- 
bert Earl as Manager of Employ- 
ment and Employee Services of 
Parke, Davis & Company was an- 
nounced recently by Harold 
Daniels, Director of Personnel Re- 
lations. 

For the past 12 years, Earl has 
gained broad experience per- 
sonnel administration and labor re- 
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lations. Since 1945, he has been 
with the Upjohn Company, Kala- 
mazoo, Mich., heading the training 
and publications department. 

Earl was born near Noblesville, 
Ind., and graduated from public 
schools there. He attended Transyl- 
vania College, Lexington, Ky., re- 
ceived his B.A. degree from West- 
ern Michigan College of Education, 
Kalamazoo, Mich., and his M.B.A. 
in business administration from 
Stanford University, Palo Alto, 
Calif. 


first and only 


minerals . .. tops them all. 


and of 


1. aquedus—for more rapid, more 


* 
aqueous single-capsule 
vitamin-mineral therapy 
Now there can be no question, no hesitation, no 
doubts ‘as to which single-capsule multiple 
vitamin-mineral supplement to prescribe. ..it’s 
VI-AQUAMIN, aqueous multivitamins with 


and E (up to 300% better). 


virtually eliminated! 


samples and literature on request 


3. tow cost appreciated by patients; 
another great nutritional milestone by 
u. s. vitamin corporation 


CASIMIR FUNK LABORATORIES, INC, (affiliate) 
250 E. 43rd ST., NEW YORK 17, N.Y. 


2. no fish oii or taste; allergens removed . .. 
nausea, regurgitation, sensitivity reactions 


ASES 


In 1940, he joined Lockheed Air- 
craft Corporation, Burbank, Calif., 
and spent three years in its industri- 
al relations department. He then 
became personnel director of Food 
Machinery Corporation, San Jose, 
Calif., and midwest division person- 
nel manager of General Foods Cor- 
poration, before joining the Up- 
john Company. 


Earl is a director of the Fore- 
men’s Club of Kalamazoo and a 
member of the Personnel Associa- 
tion of Kalamazoo and the YMCA 
Men's Club in Kalamazoo. Previ- 
ously he helped found and was the 
first president of the Santa Clara 
Valley Personnel Association in 
California, and was a member of 
the California Personnel Associa- 
tion. 

He has taught industrial rela- 
tions, personnel management and 
related subjects at the California 
Institute of Technology, the Uni- 
versity of California in Los Angeles, 
the University of Santa Clara and 
Western Michigan College of Ed- 
ucation. 

Earl has published a number of 
articles on industrial and labor re- 
lations, most recently in the Ameri- 
can Management -Association peri- 
odical, PERSONNEL. 

Earl is married and has two sons 
ard a daughter. His hobbies are 
bowling and badminton. 


CIVIL SERVICE 


The United States Civil Service 
Commission has announced a Medi- 
cal Officer examination for filing 
the positions of Rotating Intern, 
Psychiatric Resident, and General 
Practice Resident in St. Elizabeths 
Hospital in Washington, D. C. 

The Rotating Intern positions 
pay $2,800 a year, Psychiatric Resi- 
dent, $3,400 to $4,200, and. General 
Practice Resident, $3,400 to $3,800 
a vear. Education and training is 
required, No written test will be 
given. The maximum age limit is 
35 vears (waived for veterans ). 

Full information and application 
forms are available at most _first- 
and second-class post offices, and 
at the U. S. Civil Service Commis- 
sion, Washington 25, D. C. Appli- 
cations will be accepted until fur- 
ther notice by the Executive Secre- 
tary, Board of U. S. Civil Service 
Examiners, St. Elizabeths Hospi- 
tal, Washington 25, D. C. 

Amer. Jour. Dic. Dis. 
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“Although in experimental ulcers both the acid factor and the mucosal resistance factor are 
concerned, we have examples in which the acid factor predominates and others in which a 
decrease in the defensive properties of the mucosa predominates.”* 


*Peptic Ulcer. A. C. Ivy, M. I. Grossman and W. H. Bachrach, Blakiston Publishing Co., Phila., 1950. 


Comprehensive therapy—whole duodenal substance, VIODENUM—provides an effective natural antacid plus 
factors which stimulate the mechanisms of repair and defense. 


“Viodenum ..«s=inereased the total volume of gastric secretion . . yet “Viodenum decreased 
the free acid 


*S. sig ’ mi and L. L. Hardt, Comparison of Effectiveness of Various Antacids on Gastric 


Re ptis: wees He states, “A decrease in the annual rate of recurrence of 


was observed in patients with the highest frequency of 
ions prior to treatment.”* 


Treatment of Duodenal Ulcers with Desiccated, Defatted Dut 


possibly even a clinical cure . . . whole duodenal substance or Vio 
apparently promotes healing of the bowel by supplying some an 
factor. 


*Medical Management of Gastrointestinal Disorders. Garnett Cheney, Yi 


Publishers, 1950. 
ulcerative colitis 


“Duodenal substance (Viodenum) was administered to 35 patients gagthe 
results obtained in 85% of the patients were very favorable . . . Vie 

may be considered a very valuable aid in the therapy of chronic ul 
colitis.” * 


*M. H. Streicher, J. Lab. Clin. Med. 33, 1633 (1948). 


Viodenum, the comprehensive approach: 


1. Provides an effective natural antacid. 

2. Provides factors which stimulate the mechanisms of repair ande 
3. Provides natural mucin to soothe and protect irritated mucosa. _ 
4. Stimulates gastric secretion yet decreases the free acid. 


Whole duodenal substance desiccated and defatted at body temperature. 
Available in powder or ten grain tablets. 


Literature available upon request < V i °o d en U m 


VIOBIN CORPORATION 
MONTICHLEO, U.S. A. 


a in Dr. Biggs Raimondi treated 59 proven cases of duodenal ulcer with lea 
Dr. Garnett Cheney treated 30 cases of ulcerative colitis. He states & rs y - et 
Viodenum offers great promise in effecting a complete remission 
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IN VITRO DIFFERENCES tion, Scientific Edition, 41:7 :361- 

BETWEEN DIHYDROXY 365 (1952), also found that while 

ALUMINUM AMINOACE- the dried gel is markedly inhibited 

TATE AND DRIED ALUMI- in its antacid action by pepsin and 

NUM HYDROXIDE GEL appears to suffer loss of reactivity 

: with increasing age, DAA has 
Confirmation of earlier studies, neither of these defects. 


contrasting the prompt and_ pro- 
longed acid-buffering action of di- 
hydroxy aluminum —aminoacetate 
with the relatively slow action of 
dried aluminum hydroxide gel, is 
reported by Robert S. Murphey 
after using two methods in vitro. 


Murphey’s report on the rapid 
and prolonged buffering action of 
DAA in_the optimal pi range of 
3.5 to 4.5 is confirmatory of previ- 
ous investigations by Holbert, Noble 
and Grote and by Hammarlund and 
Rising. Method I, as used by Mur- 


The author, who describes his phey, determined the pH of a mix- 
experiments in the Journal of the — ture of antacid and hydrochloric 
American Pharmaceutical Associa- acid at intervals, while Method II 


BITARTRATE (Dihydrocodeinone Bitartrate) 


>. 


Hycodan is available in three forms: 
Oral tablets (5 mg. per tablet), 
Syrup (5 mg. per teaspoonful), 
Powder (for compounding). 
Narcotic blank required. 
Average adult dose, 5 mg. Sa 


Literature on request. 
Endo Products Inc., Richmond Hill 18, N.Y. 


made use of artificial gastric juices 
from which pepsin was withheld, 
or was included in ratios of 1.0 and 
2.0 Gm. per L. of acid. The prompt 
action of DAA, the author states, 
is inherent in the molecule and not 
due to particle size or difference in 
wetting properties. 

DAA two months of age showed 
a pH above 3.5 for 156 minutes of 
a three-hour period when combined 
with acid, compared with 148 min- 
utes for a sample 18 months old. 
Two-month-old dried gel was with- 
in this range for 154 minutes, but 
at 18 months the time fell off to 92 
minutes. Nor does dried gel need to 
be old to exhibit poor reactivity to 
acid, Murphey believes, citing a 
sample 3 months old which held to 
a pH of more than 3.5 for only 34 
minutes. He believes that the loss 
of reactivity of dried aluminum hy- 
droxide gel may be explained on 
the basis of continuing crystalliza- 
tion. Dihydroxy aluminum amino- 
acetate, N.N.R., in the form = of 
Robalate tablets, he found, is uni- 
form in reactivity from lot to lot. 


The author states that a partial 
explanation for the relatively weak- 
er antacid action of aluminum hy- 
droxide gel (as compared with that 
of DAA) may be found in the pro- 
nounced inhibition of the antacid 
action of aluminum hydroxide gel 
by pepsin. 
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The hands of a girl of 
17 with a history of 
hyperhidrosis of 9 
years’ duration. The 
sweating was a definite 
social handicap. 


The same patient 45 
minutes after taking 100 
mg. of Banthine. She 
has been maintained on 
a schedule of 50 mg. 
three times daily. Illus- 
trations courtesy of Keith 
S. Grimson, M.D. 


Hyperhidrosis constitutes a serious mental as well as physical handicap. 
Its treatment is therefore highly important. 


The control of this obstinate condition by Banthine is accomplished 


by the true anticholinergic action of the drug—an action which has 


made Banthine one of the outstanding drugs of recent years. 


BANTHINE?® sromive 


Brand of Methantheline Bromide 


ORAL...PARENTERAL 
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